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PLEASE DIRECT CORRESPONDENCE TO OUR WARRENTON OFFICE 

FACSIMILE TRA NSMISSION COVER SHEET 

DATE: June 30, 2005 



TO: Mail Stop Petition O 'Ax 

Attention: Brian Tung , ^ X> 

Commissioner for Patents <h„ 
P.O. Box 1450 %^ °S 

Alexandria, VA 22313-1450 

X 

RE: International Application No. PCT/US02/393 1 6 

Entitled: NOVEL BEN20D1FURANIM1DA20L1NE AND 

Benzofuranimidazoline Derivatives and Their 
Use for the Treatment of Glaucoma 

Attorney Docket No. : 3Q1Q-Q36 

FROM: Luke A Kilyk, Esq^- 

FAC.TEL.NO.: 1-571-273-0459 

NUMBER OF PAGES (INCLUDING THIS COVER SHEET): 71 

Items Attached: Copy of U.S.P.T.O. date-stamped postcard - 1 page ' 

Copy of U.S. Post Office Express Mail label - 1 page 

Copy of Credit Card Payment Form - 1 page 

Copy of Fee Transmittal - 1 page 

Copy of Petition to Revive under 37 C.F.R. §1. 137(b) with Attachments A & B - 66 pages 

I hereby certify that this correspondence is being facsimile transmitted to the United States Patent and 
Trademark Office, Fax No. 1-571-273-0459 on June 30, 2005. 
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attomcy/chcnt communion which * privileged and confidential. If the reader of this message is not the intended recipient or the 
employee or agent responsible to deliver it to the intended recipient, you are hereby notified that any dSto w of i£ 
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RECEIVE 
APR 1 1 2005 

KILYK & BOWERSOX, P. LLC. 



r 

< 



International Application No. PCT/US02/39316 
Any. Docket No. 2345F US (3010-036) 

Filed: 9 December 2002 Applicant: Feng et aL 

Entitled; NOVEL BENZODIFUKA>nMIDA20UNE AND BENZOF0RANIMIDA20UNE 

Derivatives and Their use for the Treatment of Glaucoma 
Papers filed herewith on: April 5, 2005 

Petition to Revive Under 37 C.F,R. § 1.137(b) with Attachments A and B, Transmitta, 
Letter Concerning a Filing Under 35 U.S.C 371, Application, Copy of Executed 
Declaration, Preliminary Amendment, Fee Transmittal, and Credit Card Payment Form 

w^^OBiWBWPW 0$ APR = 2)01 

Express Matt Label No, EY^^^pIS 
COMMISSIONER FOWfl^g^P^ 
Receipt is hereby acknowledged of (he p^rei^^^^Scated in 
connection with the abovoidentijSed case : LAK/dsp* 



DOCKETED 

DUE DATE-__z=^_ 
DKT NO._ jo/g ■ o<& 
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// << 
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Rat Rat» D Or Wetort 



O^ndD 



I WT Alpha Country Code" 



Retumr n»c«lpt Fee 
$ 



COD Fco 
$ 



insurance Foo 



$ 



Total Poetsae A * , 



EXPRESS 
l MAIL 



•DELIVER Y; (P OSTA L ' U S E ^0 N LY ) ■ 




Customer Copy 



Post CWIceToAddressee 
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TO: cc-i^wpwkt; 
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Appi 

U.S. Patent and Tradi 



'p^HR^ us* 

lamiBroffice: 



PTO/SB/17 (10-03) 
use trough 07/31/2006. OMB 0651-0032 
C U.S. DEPARTMENT OF COMMERCE 



FEE TRANSMITTAL 
for FY 2005 

1 Effective 1001/2003. Patent fees are subject to annuel revision. 


Complete if Known "" 1 


international Application Number 


PCT/US02/39316 


international Filing Date 


9 December 2002 


First Named Inventor 


Feng, et al. 


Examiner Name 


Unasstqned 


I O Applicant Claims small entity status. See 37 CFR 1 .27 


Art Unit 


Unassigned 


[TOTAL AMOUNT-OF PAYMENT I ($) 1.500.00 


Attorney Docket No. 


2345F US (3010-036) 



METHOD OF PAYMENT (check &H ttot appfy) 



FEE CALCULATION 



(continued^ 



□ Check 0 Credited □ □ OtNr □ 

[X| Deposit Account 



I Deposit 
| Account 
I Number 

f Deposit 
I Account 
I Nam© 



500925 



Kilyk & Bowersox, P.L.L.C. 



I The Director Is authorized to: (check ell that apply) 

B Charge fcc<s) indicated bek*v j^J Credit any overpayments 
Change any additional fe*r» or any urt^erpayrrient of Fee{&) 
[ I Charge f^s>jodi«lWdbckw r except for Iho filing fee 
to^eaJXiVB-loemg^cteoc^aocQunt 



FEE CALCULATION 



11 BASIC FILING I 



I Large Entity 

I Pee Fee 

I Code ($) 

1011 300 

1012 200 

1013 200 

1014 500 
1005 200 



Small Entity 

2011 150 Utility fflino, fee 

2012 100 Design filing fee 

2013 100 Plant fifing fee 

2014 150 Reissue flung fee 
2005 100 Provisional filing fee 



Fee Paid 



SUBTOTAL (1) I ($>0,00 



Large Entity 
| Fee Fee - 
Code ($> 



1203 360 

1204 200 

1205 50 



I Z- EXTRA CLAIM FEES FOR UTILITY AND REISSUE 

Pee from 

E xtra Cla ims below Fee Paid 
I Total Claims I I -20-* j ] x 

Multiple Dependent 

Small Entity 



Tee Fl_ 
Code <$) 



2203 
2204 

2205 



Fee Description 
25 Claims in pxnpsq of 2.0 
1 00 Independent daims in excess of 3 

180 Multiple dependent claim, if not paid 

100 -Reissue independent claims 

over original patent 
25 -Reissue cfeims in excess of 20 
and over origins) patent 



3. ADDITIONAL FEES 


Large Entity 


Small Entity 




Fee 


Fee 


Fee 


Code 




Code 


1*1 




130 




55 


1052 




2052 


25 


en 
OU 




1053 


130 


1053 


130 


1&12 


2.520 


1812 


2,520 


1804 


920* 


1604 


920* 


1S05 


1,840* 


1805 


1,840" 


1251 


120 


2251 


$0 


1252 


450 


2252 


225 


1253 


1 020 


2253 


510 




1590 




795 


125S 




2255 


A AIM 


1401 


500 


2401 


250 


1402 


500 


2402 


250 


1403 


1,000 


2403 


500 


1451 


1,510 


1451 


1,510 


1452 


500 


2452 


250 


1453 


1,500 


2453 


750 


1501 


1,400 


2501 


700 


1502 


800 


2502 


400 


1503 


1.100 


2503 


550 


1460 


130 


1460 


130 


1807 


50 


1807 


50 


180* 


180 


1806 


180 


8021 


40 


8021 


40 


1800 


790 


2809 


395 


1810 


790 


2810 


395 


1801 


790 


2801 


395 


1802 


900 


1802 


900 



Fee Description 
Surcharge - fate riling fee or oath 

Surcharge - late provisional filing fee or 
cover sheet 

Non-EngJish specification 

For filing 9 request for ex parte reexamination 

Requesting publication of SIR prior to 
Examiner action 

Requesting pubOeaticn Of SIR after 
Examiner action 

Extension for reply within first month 
Extension for reply within! second month 
Extension for reply within third month 
Extension for reply within fourth month 
Extension for reply within fifth month 
Notice of Appeal 

Filing a brier rf> support of an appeal 

Request for oral hearing 

Petition to institute a public use proceeding 

Petition to revive - unavoidable 

Petition to revive - unintentional 

Utftity Issue fee (or reissue) 

Design issue fee 

Plant issue fee 

Petitions to the Commissioner 
Processing fee for provisional applications 
Submission of information Disclosure Stmt 
Recording eocft patent assignment per 
property (frnes number of properties) 
FEng a submission after ■fnurt rejection 
{37 CFR T,129(a» 

For each addRjonal invention to be 
examined (37 CFR 1.129(b)) 
Request for Continued Examination <RC5) 
Request for expedited examination 
of 3 design application 



Fee Paid 



1.500,00 



($) 0.00 



SUBTOTAL (2) 

• or number previously paid, if greater. For Reissues, sec aeove 
SUBMrTTEDg^ 



Other fee (specify) 

•Reduced by Basic Filing Fea Paid 



Name (Print/Type) 



Signature 



LukeA,Kilyk 



R*p&*riontfo. 



33,251 



SUBTOTAL (3) 



Telephone 



Date 



I ($) 1,500,00 



1-540-428-1701 



April 5, 2005 



WARNING: Information on this form may become public! Credit card information should Sot 
be included on 1 thfc form. Provide credit card information and authorization on PTO-2038. 



u'i l pTn ,, f Cti0n 0f ir f» fmaB f5 * gulfed t Y 37 CFR 1.17 and 1,27. Tha informer, is required to obtain or fSairTa beneS hi >9*w£^tc* i* to fil» k. ,h<> 
USPTO (o process) an application. Confidentiality Is governed by 3S U.S.C. 122 and 3? CFR 1 14 This collector i la estimated £ 1X^4? «f««l . ( ^ ^ 
ZTT* P'*P**«S> and submitting iho completed application form to the ll$PTO. Tl me vvili dopcndlr^ upc^ th e* tndtvlo^uaTca le Z «mmenTrf^ 

T?^LL°X ™ *V f * ? C * mp !*i & thiS f6r VJ^ /or ■ u fl9Wtfone for reducing this burden, should bTelnt ? 5 OTef S So? Me* 0 S Jl^nd 
1^ to ° fflco '. U ?' Department o< Commerce, P.O. Box 1450, Alexandria, VA 223l3^l4S0. DO NOT SEND FE6S OR COMPL^gO FORMS TO Th?s adoreSI 
fSSi I Comn,,5Sloner for Patcnt *> p °' 1 «*>> Alexandria, VA 2«1 3 -14*h tfyou W in completing me ^c^lSS^^h^Sl& 

Date: April j ays Label No. EVtt7yWB 5flH. I certify that, on the date indicated above, I deposited rfAis paper with identified attachments 



Donald S.Pwwr < ^4*n*t 4fS'. >^S±~ 
Najnc fPrint) • — — 



Signature 
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Date: April 5. 2005 Label No. KV5672600S4US I hereby certify that, on the date indicated above, I deposited this 
paper with identified attachments and/or fee with the U.S. Postal Service and that it was addressed for delivery to the 
Commissioner for Paients, P.O. Box 1450, Alexandria, VA 22313-1450 by "Express Mail Post Office to Addressee" 
service. 

Donald S. Prater 

Name (Print) * " Signature - 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: FENG et al. 

International Application No.: PCT/US02/39316 

International Filing Date: 9 December 2002 

Docket No. : 2345F US (301 0-036) 

For: Novel Benzodifuranimidazoline and Benzofuranimidazoline Derivatives and 
Their Use for the Treatment of Glaucoma 

PETITION TO REVIVE UNDER 37 C.FJL S 1 J37flrt 

Mail Stop PCT 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, VA 223 1 3-1450 April 5, 2005 " 

Sir: 

This is a Petition Under 37 C.F.R. § 1 . 1 37(b) to revive an abandoned application, namely, 
the National Stage of International Application No. PCT/US02/39316 as permitted by M.P.E.P. 
1893.02. As set forth below, each provision of 37 C.F.R. § 1.137(b) is satisfied and therefore, the 
applicants respectfully request the granting of this petition. 

(1) In particular, attached as Attachment A are the necessary documents to accept this 
application as a national stage entry of International Application No. PCT/US02/39316. In 
particular, filed herewith is a copy of Form PTO-1390 which is a transmittal letter to the United 
States Designated/Elected Office concerning the tiling under 35 U.S.C § 371 as well as a copy 
of the International Application. Furthermore, the necessary fees are also authorized in the 



1 
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International Application N^fccT/US02/393 1 6 

Petition to Revive Under 37 C.F.R. § 1.137(b) 

transmittal letter for purposes of a § 371 entry. In addition, a copy of a declaration by the 
inventors is also attached. Accordingly, the necessary documents to accept this application as a 
national stage entry are satisfied. 

(2) Furthermore, the petition fee as set forth in § 1.1 7(m) is provided with this 
petition. 

(3) The entire delay in filing the required documents from the due date for the reply 
until the filing of a grantable petition pursuant to this paragraph was unintentional. In particular, 
the undersigned wishes to advise the U.S. Patent and Trademark Office that the due date for the 
national stage entry of this international application was June 21, 2004. On June 14, 2004, the 
applicants submitted the necessary transmittal letter under 35 U.S.C. § 371, the filing fee, an 
inventors' declaration, and a copy of the international application by express mail. However, the 
U.S. Patent and Trademark Office was not able to locate any information regarding this 
application and had no record of receiving it On January 26, 2005, after contacting the U.S. PCT 
help desk in November and December of 2004, the applicants concluded that the documents 
must be lost and thereby proceeded to submit a Petition under 37 C.F.R. § 1.10 in order to have 
the U.S. Patent and Trademark Office recognize the filing of the documents submitted on June 
14, 2004. However, in a Decision on Petition dated March 7, 2005, the U.S. Patent and 
Trademark Office decided that the provisions of 37 C.F.R. § 1 .10(e) had not been fully satisfied 
in that the documents submitted on June 14, 2004, because the filed documents did not have the 
express mail label number on the documents. Therefore, the petition was denied. Upon this 
decision, the applicants immediately proceeded with contacting the undersigned and proceeded 
with this petition to revive the abandoned application as requested above. Copies of the original 
filing, including the Express Mail label with the U.S. Postal Service date stamp, as well as the 
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International Application T^kCT/US02/393 1 6 

Petition to Revive Under 3^Ef.R. § 1.137(b) 

Petition under 37 C.FR. § 1.10, as welt as the Decision on Petition under 37 C.F.R. § 1.10(e) are 
set forth as Attachment B. 

It is respectfully submitted that in view of this information, the abandonment of this 
application was unintentional and that the filing of this Petition to Revive is timely and that the 
"delay in filing the required reply from the due date for the reply until the filing of a grantable 
petition pursuant to this paragraph" was clearly unintentional. 

4). Applicants believe that no Terminal Disclaimer is required pursuant to paragraph 
(b)of37 C.F.R. § 1.137. 

The undersigned and the applicants note that under the provisions under M.P.E.P. § 
1893.02, the U.S. Patent and Trademark Office does recognize the revival of an International 
Application designating the United States if the requirements of 35 U.S.C. § 371(c) are not 
complied with by the time period set forth in 37 C.F.R. § 1.495(b) and (c). The application will 
be considered abandoned but that the applicants may file a Petition to Revive an abandoned 
application in accordance with the provisions of 37 C.F.R. §1.137. The applicants submit that 
this is the present situation and therefore this petition would be a suitable petition for the current 
fact pattern. 

By the filing of this Petition to Revive, the applicants do not admit that the originally filed 
National Stage Entry on June 14, 2004 was untimely, incomplete, improper, or deficient. 
However, in order to expedite and proceed with the prosecution of this application, the Petition 
to Revive was seen as the best means to resolve this matter in view of the disagreement that 
currently exists between the U.S. Patent and Trademark Office and the applicants. 

Accordingly, in view of the information set forth above, as well as the documentation 
provided herein, the U.S. Patent and Trademark Office is respectfully requested to grant this 
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Internationa] Application I]^fc > CT/US02/393 1 6 

Petition to Revive Under Mf.R. § 1 . 1 37(b) 

Petition to Revive the abandoned application. 
CONCLUSION 

If there are any fees due in connection with the filing of this Request for Reconsideration, 
please charge the fees to Deposit Account No. 50-0925. If a fee is required for an extension of time 
under 37 C.F.R §1.136 not accounted for above, such extension is requested and should also be 
charged to our Deposit Account. 

Respectfully submitted, 



LukeA.KiIyk 
Registration No. 33,2^1 




Attorney Docket No. 2345F US (3010-036) 

KILYK & BOWERSOX, PX.L.C. 

53 A East Lee Street 

Warrenton, VA20186 

Tel.: (540)428-1701 

Fax: (540)428-1720 
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f . ^ PTO-1390 (Rev. 12-2004) 

the Pap^ Reducdon Ac. of 1995, no persons are quired to respond &l<Z$^7j£S2& S 1^4^ 



Trademark Of 



TRANSMITTAL LETTER TO THE UNITED STATES 
DESIGNATED/ELECTED OFFICE (DO/EO/US) 
CONCERNING A FILING UNDER 35 U.S.C. 371 



INTERNATIONAL APPLICATION NO 
| PCT/US02/39316 



INTERNATIONAL FILING DATE 
— ^ i 9 December 2002 ^ u^yg* , ujer - j, . i 



ATTORNEY'S DOCKET NUMBER 
2345F US (3010^036) 



U.S. Application No. (if known, sec 3? Cfr u> 
Unknown 



PRIORITY DATE CLAIMED 
20 December 2001 



i APPLICANT(S) FOR PQ/EQ/US: Zbda FENG and Mark R. HELLBERG 



Applicant herewith submits to the United States Designated/Elected Office (DO/EO/US) the following items and other mfonnation: 
I • [XJ This is a FIRST submission of items concerning a filing under 35 U.S.C. 371 . 
2. Q This is a SECOND or SUBSEQUENT submission of items concerning a filing under 35 U.S.C 371. 

3 ' ^ SL'jo TSfw ? gin nati ° nal ^™' nation P rocedurcs < 35 U ' S 'C. 371 (0). The submission must include 

items (5), (6), (9) and (21) indicated below. 

4. [X) The US has been elected (Article 3 1). 

A copy of the International Application as filed (35 U.S.C. 371 (c)(2)) 

a. [x] t S attached hereto (required only if not communicated by the International Bureau), 
k D nas t** 0 communicated by the International Bureau. 

c. □ is not required, as the application was filed in the United States Receiving Office (RO/US). 
6, 0An English language translation of the International Application as filed (35 U-S.C. 371 (c)(2)). 

a. [xj is attached hereto. 
^ b. Q has been previously submitted under 35 U-S-C. 154(d)(4). 
7- [X] Amendments to the claims of the International Application under PCT Article 34 (35 U.S.C. 371(c)(3)) 
a. □ are attached hereto (required only if not communicated by the International Bureau). 
b « O have been communicated by the International Bureau. 

c ' O h * vc not **** made; however, the time limit for making such amendments has NOT expired 

d. [x] have not been made and will not be made. 
An English language translation of the amendments to the claims under PCT Article 19 (35 U S C 371(c)(3)) 
An oath or declaration of the inventors) (35 U.S.C. 371(cX4)). 

10 ' D mSSx^SS wSSj) 01 aimeXeS to ^ Inte^,at^0na, PreHminar y Examination Report under PCT 

Items 11 to 20 below concern document(s) or information included* 

An Information Disclosure Statement under 37 CFR 1.97 and 1.98. 

12. g An assignment document for recording. A separate cover sheet in compliance with 37 CFR 3.2$ and 3.31 is included. 

13. [x] A preliminary amendment. 

14. Q An Application Data Sheet under 37 CFR 1.76 

15. □ A substitute specification. 
16 - □ A power of attorney and/or address change letter. 

17. □ A computer-readable form of the sequence listing in accordance with PCT Rule I3ter.2 and 35 U.S.C. 1.821 ^ 1.825. 
18 - O A second copy of the published international application under 35 U.S.C. I54(dX4). 

»■ □ A second copy of the English language translation of the international application under 35 U.S.C. 154(d)(4). 

20 ' [2D Other items or information: 

Petition to Re vive Under 37 CJF.1l § 1 , 137(b) and Fee Transmittal 
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Of 



r PTO-13S0 (Rev. 12-2004) 

,. Q D r 22^fi5S r ^ throu 8? 1 03/31/2007. OMB O6S1-O021 

^^^^ 

ATTORNEY'S DOCKET NUMBER 

2345F US ($010-036) 



U.S. AMUCATIONNO. (if fattwn. icq 37 CFR 1.5) 

Unknown 



INTERNATIONAL APPLICATION NO. 

PCT/US02/39316 



21. fx] The following fees are submitted: 

ESI 
El 



a) Basic national fee $300.00 

b) Examination fee $200.00 

c) Search fee $500-00 

TOTAL OF ABOVE CALCULATIONS = $ 1,000,00 



n Additional fee for specification and drawings filed in paper over 1 00 sheets (excluding sequence" 
listmg or computer program listing filed in an electronic medium). The fee is $250.00 for each 
additional 50 sheets of paper or fraction thereof. 



Total Sheets 



31 - 100= 



Extra sheets 



tf0 = 



Number of each additional 50 or fraction 
.thereof (round up to a whole number) 



x $250.00 



Surcharge of £130.00 for rurnishing the oalh or declaration later than Months from the earliest claimed 
priority date (37 CFR 1 .492(e)), 



I CLAIMS 


NUMBER FILED 


_ NUMBER EXTRA 








1 Total claims 


16-20 = 


0 


RATE 
x $50.00 


$0.00 




1 Independent claims 
1 MULTIPLE DEPEND1 


3-3 = 

SNTCLAIM(S) (ifapplic 


0 

:able) 


X $200.00 
+ $360.00 


$0.00 
$0.00 





$ 300.00 



$200.00 



$ SOO.OC^ 



$ 1,000.00 



$ 0.00 



$0.00 



□ 



Applicant claims small entity status. See 37 CFR 1^27. The fees indicated above are 
reduced by V%. 



$ 1,000.00 



$0,00 



h- : — _ SUBTOTAL = 

^S 5 !!?! ™^^ 13 ^ 0 ? ^ torishlngihe Bigliah translation later than months from the 

earliest claimed priority date (37 CFR 1 .492(f)). 



$ U000.0O 



$0.00 



TOTAL NATIONAL FEE = 



• l^JZ!^^ * e cocto ® ed assignment (37 CFR 1.21(h)). The assignment must be 
accompanied by an appropriate cover sheet (37 CFR 3:28, 3.3 1). $40.00 per property 



$ I 9 000.00 



$0.00 



TOTAL FEES ENCLOSED = 



$ 1,000.00 

Amount to be: 
Refunded 



a. | | A Check in the amount of $ 
b 



I I Please charge my Deposit Account No. _ 
A duplicate copy of this sheet is enclosed. 



. to cover the above fees is enclosed, 
— - in the amount of $ 



Amount to be 
Charged 



. to cover the above fees. 



d. 



| SEND ALL CORRESPONDENCE TO 

Warrenton, VA 20186 
Phone (540) 428-1701 - Facsimile (540) 428-1720 



Luke 
NAM 



tre! — ' 
Kit vk 



13,251 

REGISTRATION NUMBER 



ForraPTO-)3$0(R£V } 2-2001) _ 



Donald S. PratPr 



Name (Print) 



13:28 
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Htf^C : 2 6 JAN 2005 

TIC N 1L Af t t!C <TI0N FTJBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

10/5254 10 



( 1 9) WorM Intellectual Property Organization 
Internationa] Bureau 

(43) Internationa! Publication Date 
3 July 2005 (03.07.2003) 




(10) International Publication Number 

PCT WO 03/053436 Al 



(51) International Patent edification 7 : A<51K 31/4178, 
C07D 403/06 
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(f?/) Abstract: TY* present invention provides benzodifcran imidazoline derivatives and benzofuran imidazoline derivatives for 
»^ lowering Intraocular pressors and providing ocnlar neuroprotection. 
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NOVEL BENZODIFtmANIMmAZOLINE AND EENZOFtrRAl^lTOAZOIJNE 
DERIVATIVES AND THEIR USE FOR THE TREATMENT OF GLAUCOMA 

BACKGROUND OF THE INVENTION 

1- Field of the Invention 

The present invention relates to the field of glaucoma treatment and ocular 
neuroprotection- More particularly, the present invention provides novel compounds, 
compositions and methods for treating glaucoma, lowering intraocular pressure and 
providing neuroprotection. 

2- Description of the Related Art 

The disease state referred to as glaucoma is characterized by a permanent loss of 

visual function due to irreversible damage to the optic nerve. The several morphologically 

or functionally distinct types of glaucoma are typically characterized by elevated IOP, 

which is considered to be causally related to the pathological course of the disease. Ocular 

hypertension is a condition wherein intraocular pressure is elevated but no apparent loss of 

visual function has occurred; such patients are considered to be at high risk for the 

eventual development of the visual loss associated with glaucoma. Some patients with 

glaucomatous field loss have relatively low intraocular pressures. These so called normal 

tension or low tension glaucoma patients can also benefit from agents that lower and 

control IOP. If glaucoma or ocular hypertension is detected early and treated promptly 

with medications that effectively reduce elevated, intraocular pressure, loss of visual 

function or its progressive deterioration can generally be ameliorated. Drug therapies that 

have proven to be effective for the reduction of intraocular pressure include both agents 

that decrease aqueous humor production and agents that increase the outflow facility. 

-1- 
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Such therapies are in general administered by one of two possible routes, topically (direct 
application to the eye) or orally. 

There are some individuals who do not respond well when treated with ce rtain 
s existing glaucoma therapies. There is, therefore, a need for other topical therapeutic 
agents that control IOP. 

Serotonin (5-hydroxy txyptamine; 5HT) is an endogenous biogenic amine with a 
well defined neurotransmitter function in many tissues of the body including the eye [Zifa 
to and Fillion 1992; Hoyer et al. 1994; Tobin et al. 1988], 

5HT is known to interact with at least seven major 5HT receptors (5HT, - 5HT 7 ) 
and additional subtypes within these families, to initiate intracellular biochemical events 
such as stimulation of second messengers (e.g. cAMP, inositol triphosphate) eventually 

is leading to the final biological response, for example, tissue contraction or hormone 
release, etc. [Hoyer et al. 1994; Martin et al. 1998], Receptor subtypes within the 5HT, 
family are negatively coupled to adenylyl cyclase (AC) and cause inhibition of cAMP 
production, while 5HT+, 5HT 6 , and 5HT 7 receptors are positively coupled to AC and thus 
stimulate cAMP production when activated by SHT [Martin et al. J998J. The receptors in 

20 the 5HT 2 family are positively coupled to phospholipase C (PLC) and thus generate 
inositol phosphates and mobilize intracellular calcium when activated to mediate the 
effects of SHT. The 5HT 3 receptor is unique in that it couples to an ion channel which 
gates sodium, potassium, and calcium [Hoyer et al. 1994], 



-2- 
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Known compounds exhibiting 5HT 2 agonist activity have typically been designed 
to treat numerous central nervous system (CNS>related conditions, particularly the 
treatment of obesity and depression, by activation of 5-HT 2C receptors. Thus, one desired 
property of known 5HT 2 agonist compounds is that they easily penetrate the blood brain 
s barrier. Compounds that readily penetrate the blood-biain-barrier by passive diffusion are 
generally lipophilic molecules, which do not contain polar functional groups that might 
impede this diffusion. 

The utility of 5-HT 2 agonists for controlling IOP in the monkey model of glaucoma 
10 has been established (WO 00/16761). Oj adrenoceptor agonists are also known for their 
use as IOP lowering agents. It is also known that compounds with 5-HT u agonist activity 
can be useful for the treatment of glaucomatous optic neuropathy (WO 0170223 Al). 
Until the present invention, no single compound possessing SyHT^ and/or 5-HT IA agonist 
activity along with adrenoceptor agonist activity has been known. 

15 

To treat ocular diseases, it is desirable to administer topically compositions that 
will remain in the ocular tissues and not cross the blood brain barrier and enter the CNS. 
What are needed are anti-glaucoma drugs with both IOP lowering potency and ocular 
neuroprotective activity- It is also desirable that such compounds would not have a 
20 propensity to cross the blood brain barrier. 
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SUMMARY OF THE INVENTION 

The present invention overcomes these and other drawbacks of the prior art by 
providing benzodifttran imidazoline derivatives and benzofuran imidazoline compounds 
s for lowering IOP and providing neuroprotection. More specifically, the present invention 
provides compounds of the formula: 




wherein A, B and D are independently chosen from either N or C, with the provision that 
at least one of A, B or D is N; E is C orN; R is H or C^alkyl; R 2 and R 3 are independently 
10 H, Cj^alkyl, C^, alkenyl, or R 2 and R 3 taken together can form a 5 or 6 member ring; X is 
hydrogen, halogen, C I<4 aIkyl, or CF 3 ; and the dashed bond may be a single bond or a 
double bond; and pharmaceutical^ acceptable salts and solvates. Preferably the 
compound is 2<8-bromo-ben20-[l^;4^-b , ]difuran-^yl) imidazoline hydrochloride. 

is In another aspect, the present invention provides compositions containing the 

compounds described above. The compositions are most preferably in the form of topical 
ophthalmic formulations for delivery to the eye. The compounds of the invention may be 
combined with ophthalmologically acceptable preservatives^ surfactants, viscosity 
enhancers, penetration enhancers, buffers, sodium chloride, and water to form an aqueous, 

20 sterile ophthalmic suspension or solution to form the compositions of the invention. 
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The compositions of the invention are preferably fommlated as topical ophthalmic 
suspensions or solutions, with a pH of about 5 to 8. The compounds of the invention as 
described above will normally be contained hi these formulations in an amount .01% to 
9 5% by weight, but preferably in an amount of 0,1% to 2% by weight. Thus, for topical 

5 presentation 1 to 2 drops of these formulations would be delivered to the surface of the eye 
1 to 4 times per day acoording to the routine discretion of a skilled clinician. 

The present invention further provides a method of lowering intraocular pressure 
and providing ocular neuroprotection in a mammal by administering to a patient in need 
io thereof a therapeutically effective amount of a composition comprising a compound 
having the structure as described above. In preferred embodiments, the composition can 
be administered locally to the eye (e.g., topically, intracamerally, or via an implant). 



DETAILED DESCRIPTION PREFERRED EMBODIMENTS 
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Unexpectedly, it has been found that serotonergic compounds which possess 
agonist activity at 5HT 2 receptors effectively lower and control elevated IOP and 
glaucoma. In addition* the compounds provide neuroprotective activity and are useful for 
treating persons suffering from ocular diseases associated with neuronal cell death. 
20 It has been found that serotonergic compounds which possess agonist activity at 5-HT 2 
receptors effectively lower and control normal and elevated IOP and are useftil for treating 
glaucoma, see commonly owned co-pending application, PCT/US99/1!988&. 
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Compounds that act as agonists at 5-HT 2 receptors are known and have shown a 

variety of utilities, primarily for disorders or conditions associated with the central nervous 

-5- 
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system (CMS). U.S. Patent 5,494,928 discloses certain ^indol-l-yl^thytennne 
derivatives that are 5-HT*; agonists for lie treatment of obsessive compulsive disorder and 
other CNS derived personality disorders. US. Patent 5,571,833 discloses tryptamine 
derivatives that are 5-HT, agonists for the treatment of portal hypertension and migraine. 
US. Patent 5,874,477 discloses a method for treating malaria using agonists. 
U.S. Patent 5,902,815 discloses the use of agonists to prevent adverse effects of 

NMDA receptor hypo-function. WO 98/31 3 54A2 discloses 5-HT 2B agonists for the 
treatment of depression and other CNS conditions. Agonist response at the 
receptor is reported to be the primary activity responsible for hallucinogenic activity, with 
some lesser involvement of the 5-HT^ receptor possible (Fiorella et al. 1995). 

Serotonergic 5~HT )A agonists have been reported as being neuroprotective in 
animal models and many of these agents have been evaluated for the treatment of acute 
stroke among other indications. This class of compounds has been disclosed for the 
treatment of glaucoma (lowering and controlling IOP), see e.g^ WO 98/18458 and EP 
0771563A2. Osborne et alt. teach that 8-hydroxydipropyIammotetialm (8-OH-DPAT) (a 
5-HT 1A agonist) reduces IOP in rabbits (Osborne et al. 1996). Wang et al disclose that 5- 
metbylurapidil, an a u antagonist and S-HT U agonist lowers IOP in the monkey, but due 
to its a u receptor activity (Wang et al 1997; Wang et al. 1 998). Also, S-HT lA antagonists 
are disclosed as being useful for the treatment of glaucoma (elevated IOP) (e.g. WO 
92/0338). Furthermore, DeSai et al. (WO 97/35579) and Macor et al. (U.S. 5,578,612) 
disclose the use of 5-HT, and 5-HT,^ agonists for the treatment of glaucoma (elevated 
IOP). These antimigraine compounds are 5-HT,^ agonists, e.g., sumatriptan and 
naratriptan and related compounds. 
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The present invention provides compounds possessing a 2 adrenoceptor agonist 
activity along with and 5-HT IA activities having the general structure of Formula I. 

Formula I 




FT 

X 

wherein A, B and D are independently chosen from ether N, C, with the provision that at 
s least one of A, B or D is N; E is C or N; R is H, C^alkyl; R* is H, C w alky!, or 
alkenyl; R. 3 is H, C,„ alkyl, or C« aEkenyl; or R 2 and R 3 taken together can form a 5 or 6 
member ring; X is chosen from hydrogen, halogen, C^alkyl, CF 3 ; the dashed bond 
indicates that either a single bond or a double bond can exist at this bond location; and 
pharmaceutical^ acceptable salts and solvates. In preferred embodiments, the compound 
10 of the invention is 2-(8-bromc-benzo-[1.2-b;4,5-b']difuran-4.yl) imidazoline 
hydrochloride. 

ES 323985 discusses that oxymetazoline is currently used for nasal de-congestion 
and in an ophthalmic solution to relieve redness of the eye. Although ES 323985 does 
is discuss IOP lowering activity for oxymetazoline, it does not discuss the use of 
oxymetazoline for lowering IOP and ocular neuroprotection. Moreover, oxymetazoline is 
not a benzofuran as it lacks the ftoran sobstituent(s) and/or the ether substituent (Wang et 
aJ. 1993). Further, none of the claimed compounds are disclosed in ES 323985 or Wang. 



06/30/2005 13:28 5404281721 KILVK BOWERSOX PLLC PAGE 21 

PCT/US02O9316 .. 

It is recognized that compounds of Formula I can contain one or more chiral 
centers. This invention contemplates all enaniiomers, diastereomers and, mixtures thereof. 

In the above definitions, the total number of carbon atoms in a substituent group is 
s indicated by the C Hj prefix where the numbers i and j define the number of carbon atoms; 
this definition includes straight chain, branched chain, and cyclic alkyl or (cyclic 
alkyl)alkyl groups. 



It is important to recognize mat a substituent may be present either singly or 
multiply when incorporated into the indicated structural unit For example, the substituent 
halogen, which means fluorine, chlorine, bromine, or iodine, would indicate that the unit 
to which it is attached may be substituted with one or more halogen atoms, which may be 
the same or different 



>s The compounds of the invention can be administered systenncally or locally to the 

eye (e.g., topically, intracamerally, or via an implant). The compounds are prefenably 
incorporated into topical ophthalmic formulations for delivery to the eye. The compounds 
may be combined with ophthalmologic^ acceptable preservatives, surfactants, viscosity 
enhancers, penetration enhancers, buffers, sodium chloride, and water to fonn an aqueous, 
20 sterile ophthalmic suspension or solution. Ophthalmic solution formulations may be 
prepared by dissolving a compound in a physiologically acceptable isotonic aqueous 
buffer. Further, me ophthalmic solution may include an ophthahnologically acceptable 
surfactant to assist in dissolving the compound Additionally, the ophthalmic solution 
may contain an agent " to increase viscosity, such as, hydroxymethylcellulose, 
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hydroxyethylcellulose, hydxoxypxopylmethylcellulose, metbylcellulose, 

polyvinylpyrrolidone, or the like, to improve the retention of the fonnulation in the 
conjunctival sac. Gelling agents can also be used* including, but not limited to, gellan and 
^ xanthan gum. In order to prepare sterile ophthalmic ointment formulations, the active 

5 ingredient is combined with a preservative in an appropriate vehicle, such as, mineral oil, 
liquid lanolin, or white petrolatum. Sterile ophthalmic gel formulations may be prepared 
by suspending the active ingredient in a hydrophilic base prepared from the combination 
o£> for example, carbopol-940 7 or the like, according to the published formulations for 
analogous ophthalmic preparations; preservatives and tonicity agents can be incorporated. 
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The compounds of the invention are preferably formulated as topical ophthalmic 
suspensions or solutions, with a pH of about 5 to 8. The compounds will normally be 
contained in these formulations in an amount .01% to 5% by weight, but preferably in an 
amount of 0.1% to 2% by weight Thus, for topical presentation 1 to 2 drops of these 
\s fonnulations would be delivered to the surface of the eye 1 to 4 times per day according to 
the routine discretion of a skilled clinician. 



The compounds can also be used in combination with other IOP lowering agents, 
such as, but not limited to, ^-blockers, prostaglandins, carbonic anhydrase inhibitors, and 
20 miotics. The compounds can also be used in combination with other agents useful for 
treating glaucoma, such as, but not limited to, calcium channel blockers and NMDA 
antagonists. These agents may be administered topically, but usually systemically. 



-9- 
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The following examples are included to demonstrate preferred embodiments of the 
favention. It should he appreciated by those of skill in the art that the techniques disclosed 
in the examples which follow represent techniques discovered by the inventor to function 
well in the practice of the invention, and thus can be considered to constitute preferred 
modes for its practice. However, those of skill in the art should, in light of the present 
disclosure, appreciate mat many changes can be made in the specific embodiments which 
are disclosed and still obtain a like or similar result without departing from the spirit and 
scope of the invention. 

hetic Scheme for ^8-bromo-ben*o-na-bi 4JL.h>)M**™^ y 
imidazoline hydrochloride 

Examples of the compounds of this invention may he prepared by the synthetic 
route describe by Scheme 1. Briefly , the commercially available his ethanol ether is 
treated with mionyl chloride fa the presence of a organic base preferably pyridine in a 
solvent such as methylene chloride to form 2. The halogenated ether 2 is brominaied 
using bromine in foe presence of a Lewis acid such as zinc chloride in a solvent such as 
acetic acid to give compound 3. The di-bromide is cyclized to 4 with n-butyl lithium fa a 
solvent such as dioxane or tetrahydrofuran maintained at a temperature of -40 to 0° C. 
Formylation with dichloromefoyl methyl ether in the presence of stannic chloride in an 
inert solvent such as methylene chloride provides 5. Reduction of the aldehyde with 
sodium borohyride in a solvent such as ethanol or isopropyl alcohol yields the alcohol 6. 
The alcohol is converted to the chloride 7 by treatment with thionyl chloride fa the 
presence of pyridine in a solvent such as methylene chloride. The nitrile 8 is formed by 
reacting 7 with sodium cyanide fa a solvent such as DMSO at a temperature of C. 

Bromination of the nitrile with a mixture of bromine and acetic acid at temperatures 0 to 

-10- 
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20° C yields compound 9. Reduction of the bis dihydrofurati with 2 > 3niich}oro-5 > 6- 
dicyano- 1 ,4-benzoquiaoiie (DDQ) in a solvent such as dioxane at temperatures between 80 
to 130° C yields compound 10. Treatment of the nitrite 10 with hydrogen chloride gas in a 
solution of ethanol and ether provides the imino ester, 11. Cyclization of the imino ester 
s with ethylenediamine in ethanol and conversion of the product to the hydrochloride salt 
using a solution of hydrogen chloride in ethanol yields imidazoline benzodifbran 12. 



-11- 
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Example 2 2^8^romo-benzo-U^-b;4^-bndiftu^-4-vr) imidazoline hydrochloride 

2<8-Bromo4)^o-[I^-b;4,5-b , ]diforan^yO imidazoline hydrochloride was 
prepared by the multi-step procedure described below. 

Step A: 1,4-Bis(2^:hloroethoxy)beiizene 

Bis(2^hydroxyethyI)hydroquiiione (50g, 0.25mol) was dissolved in 500ml of 
CHjCl^ aad cooled to 0° C, pyridine (48ml, 0.6moT) and thionyl chloride (41ml, 0.58ml) 
were added dropwise such that the temperature did not exceed 5 °C. The mixture was 
allowed to warm to room temperature and was stirred over night The solvent volume was 
reduced to 150ml. Aqueous 2N HCl (I50mT) was added slowly and the layers were 
separated The aqueous layer was extracted with CHjCL, (3xlO0mQ> The combined organic 
layer was washed with 2N HCl (150ml), saturated NaCI solution (150ml), dried over 
anhydrous Mg3C>4, filtered and evaporated to a white solid. Rec^stalHzatian from 
ethanol afforded a white solid (73g), QMS m/z 236 (M+H) + . 

Step B: l,4-Bis(2-chloroethoxy)-2^-dibromobenzene 

l > 4-Bis(2-chloroethoxy)ben2ene (40g, 0.17mol) was suspended in acetic acid 
(400ml) and zinc chloride (56g, 0.41mol) was added. Bromine (57, 0.36mol) dissolved in 
acetic acid (80ml) was added dropwise to the suspension over 1.5k The reaction was 
stirred at room temperature over night, during winch time a precipitate formed The solids 
were filtered, washed with acetic acid and ethanol and dried. A crystalline white product 
was obtained (45g). CMS m/z 393 (M+H)*. 
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Step C: 2^,6,7-Tetrahydrobenzol[I > 2-b;4^-b , Jdiltaran 

A solution of 1 ^Bis^-chloioethoxy)-2,5-dibroiaobenzene (15g, 0.036mol) in diy 
THF (300ml) was cooled to 0 °C under nitrogen. A solution of 2.5 M n-butyl lithium in 
hexane (30ml, 0.075mol) was added through a syringe very quickly to the well stirred 

s solution. The reaction mixture was stirred at 0 °C for 10 min, and the solvent was 
removed m vacuo. The residue was partitioned between ether (300ml) and water (200ml). 
The organic layer was washed with water (200 ml), dried over MgSO„ and filtered. The 
solution was evaporated on a rotary evaporator until solids formed. The solids were 
filtered and dried to afford 4.3g of 2,3,6,7-tetrahydroben2»l[^ QMS 

10 ro/*163(M+H) + . 



Step D: 4-Formyl-2^^7-tetrahydrolienzol[l^>b;4^-b , Jdifnrfln 

Tin(IV) chloride (It .7 ml, O.lmol) was added through a syringe to a solution of 
2,3,6,7-tetohydroc<^l[l>b;4,5.b , ]difuran (12.6 g, 0.078 mol) in 300 ml of dry CHjO, 

is at 0°C under and the mixture was stirred for 5 min. Dichloromemyl methyl ether (7 
ml, 0.078 mol) in 20 ml of CK^ was added into the mixture dropwise over a 10 min 
period. After the mixture was stared for 30 min, me reaction was quenched by the 
addition of 100 ml of ice water. The aqueous layer was extracted with CHjCl 2 (2x1 00ml). 
The organic layers were combined and the resulting solution was washed with 3N HC1 

20 (3x150ml), HjO (200 ml), and a saturated NaCl solution (200mi), dried over anhydrous 
MgS0 4 , filtered and evaporated to a white solid. Recrystallizatton from CKtjClj-hexane 
yielded 122 g of the product as a yellow solid. CIMS m/z 191 (M+H) + - 
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Step E: 4-Hydro^methyI-2^A7-tet^ 

A solution of NaBHi (2g> 0.053 mol) in 40 ml of 90% EtOH was added dropwise 
to a solution of 4-Foimyl-2,3A7-teti^ydro^ (10 g, 0.053 mol) 



5 for 10 miau After cooling to 0° C, 5 ml of IN HC1 was added and the solvent was 
evaporated Ethyl acetate (80 ml) was added to the residue, and the resulting mixture was 
washed witii H z O (50 ml), saturated NaCl solution (50ml), dried over anhydrous MgSC>4, 
filtered and evaporated to a residue. Chromatography of the residue on silica gel, eluting 
with 30 % ethyl acetate in hexane, gave 7,5 g of 44iydroxymethyl-2 > 3 > 6,7~ 

10 tetrahydrobenzol[l ,2-b;4,5-b']diftran as a white solid. CIMS m/z 193 (M+H)*. 

Step F: 4-CMoromethyM T 3,6,7-tetra 

Pyridine (4 ml, 0,05 mol) was added to a solution of 4-hydroxymethy 1-2,3 ,6,7- 
tetrahrdrobenzol[l £-b;4,5-b']difuran (4 g, 0.02 1 mol) in 50 ml of CH 2 C1* and the mixture 

i$ was cooled to 0 °C. Thionyl chloride (3.5 ml, 0.048 mol) was added dropwise. The 
resulting mixture was allowed to warm to room temperature and stirred for 6 h. After 
cooling, the mixture was washed with 1 N NaOH (2x50 ml), saturated NaCl solution 
(100ml), dried over anhydrous MgS(>4, filtered and evaporated to a residue. 
Chromatography of the residue on silica gel, eluting with 10 % ethyl acetate in hexane, 

20 gave2.5gof&e{^uctasawhhesoUd.CIMSm/^211 (M+H) + . 



in 200 ml of EtOH- The solution was stirred at room temperature for 30 min and at 60° C 
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Step G: ^AcetonitrUe~2A6;7-te^^ 

ml of DMSO was added dropwise to a solution of sodium cyanide (0.75 g, 0.015 moQ in 
20 ml of DMSO at 70 °C. The mixture was stirred at 70 °C for 40 min. After cooling, 50 
ml of ice-water was added The precipitate formed was filtered, washed with water and 
dried giving white solid 8 (1 .4g). OMS m/z 202 (M+H> + . 

Step H: 4-AcetOIurrile^broma-2^,6J-tetI^^I^drober^zol^l^-b;4^-b , ] 
difdran 

Bromine (1.1 g, 0.007 mo!) in 10 ml of acetic acid was added dropwise to a 
suspension of 4-acetomtrUe-2,3,6,7-teti^y^ (1 4 g> QJW/ 

mol) in 20 ml of acetic acid at 15° C. The mixture was stirred at 15° C for 15 mm. The 
precipitate formed was filtered, washed with acetic acid and ethanol and dried to yield 1.4 
g of the product as a white solid OMS m/z 28 1 (M+H) + . 

Step I: 4-AcetonitriIe-8-bromo-[l,2-b;4^-b']difuran 

A solution of DDQ in 70 ml of dioxane was added dropwise to a solution of 4- 
acetomtrne-S-bromo^,^^ (1 4g> aw$ ^ ^ JQ 

ml of dioxane. The mixture was stirred at reflux for 24 h. After cooling, the precipitate 
that formed was filtered and washed with dioxane. The filtrate was evaporated to a 
residue, winch was subjected to chromatography on silica gel, eluting with 10 % ethyl 
acetate in hexane, to yield 0.61 g of 10 as a white solid OMS m/z 277 (M+H)*> mp 16> 
170° C. 
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Step J: Etbyl (S-bromo-fl^-b^jS-b'Jdifuran- 4-yI)acetimidate 
hydrochloride 

An excess of dry HC1 gas was passed through a solution of 4-acetonitrile-8-bromo- 
(l>b;4^~b']difuran (0,6 g, 0.0022 mol) in 50 ml of anhydrous ether and 3 ml of absolute 
ethanol at 0 °C The resulting mixture was allowed to stirred at 0 °C for 1 h and at room 
temperature over night. The white solid formed was collected by filtration, washed with 
ether and dried to give white crystal of the product (0.6 g). ESMS m/z 323 (M+H) + , mp 
239-240 °C (dec). 

Step K: 2KS-Bromo-ben^(l>b;4^b']diforan- 4-yQimidazoliiie 
hydrochloride 

A solution of ethylenediamine (0.8 ml, 0.012 mol) in absolute ethanol (5 ml) was 
added dropwise to a suspension of ethyl (8-bromo-[l£-b;4 7 5-V]difuran^y^ 
hydrochloride (0.54 g 7 0.0015 mol) in absolute ethanol (50 ml) at 0° C. The resulting 
mixture was stirred at 0° C for 1 h and then refluxed for 20 win. The solvent was 
evaporated and the residue was dissolved in 20 ml of ethanol A solution of IN HC1 in 
ether was added to the solution above to reach a pH of 3 and the mixture was stirred at 
room temperature overnight The white solid that formed (0.4 g) was filtered, dried and 
recrystallized from MeOHfether to afford the product (0.32 g). APCIMS m/z 320 (M+H)\ 



mp 264-265°C (dec). *H NMR (CDC1 3 ) □ ( s, 2H ), 7.43 (s, 1H ), 7.08 ( s, 1H 

X 4.47 & 2H ), 3.83 ( s> 4H ), 332 ( s> 2H), *3CNMR( CDCI3) □ 168.10 ( C ), 149,45 ( 
C ), 148.49 ( C), 147.99 ( CH ), 147.63 ( CH ), 126.26 ( C )> 126.13 ( C X 106.64 ( CH ), 
106.53 ( CH ), 106.24 ( C ), 93.40 ( C ), 44.24 ( CH* ), 24.15 ( CH, ). Anal. 
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(C l4 H u BrNA- HC1), Cal: C, 47.29%; H, 3.40%; N, 7.87%; found: C, 47.05%; H, 3.56%; 
N, 7.98%. 

Example 3 S-BT, Receptor Binding Assay 
In order to determine the relative affinities of serotonergic coinpounds at the 5-HT 2 
receptors, iheir ability to compete for the binding of the agonist radioligand [ 12s I]DOI to 
brain 5-HTj receptors is determined as described below with minor modification of the 
literature procedure (Johnson et al. 1987); Aliquots of post mortem rat cerebral cortex 
w homogenates (400 ul) dispersed in 50 wM TrisHCi buffer (pH 7.4) are incubated with 
[ ,25 rjDOI (80 pM final) in the absence or presence of methiothepin (10 uM final) to define 
total and non-specific binding, respectively, in a total volume of 0.5 ml. The assay 
mixture is incubated for 1 hour at 23°C in polypropylene tubes and the assays terminated 
by rapid vacuum filtration over Whatman GF/B glass fiber filters previously soaked in 
is 0.3% polyethyleneimine using ice-cold buffer. Test compounds (at different 
concentrations) are substituted for methiothepin. Filter-bound radioactivity is determined 
by scintillation spectrometry on a beta counter. The data are analyzed using a non-linear, 
iterative curve-fitting computer program (Bowen et al. 1995) to detetmine the compound 
affinity parameter. The concentration of the compound needed to inhibit the [ ,iS rjDOI 
20 binding by 50% of the maximum is termed the IC* or K, value. Compounds are 
considered to possess high affinity for the 5-HT, receptor if their 1Q, or Kj values are <50 
luVL 



2S 



Example 4 5-HT, Functional Assay: Phosphpmogitide (PD turnover assay 
The relative agonist activity of serotonergic compounds at the 5-HT 2 receptor can 
be determined in vitro using the ability of the compounds to stimulate the production of 
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[^H] inositol phosphates in f HJmyo-inositoI-labeted A7r5 rat vascular smooth muscle cells 
by their ability to activate the en2yme phosphohpase C. These cells are grown in culture 
plates, maintained in a humidified atmosphere of 5% C0 2 and 95% air and fed semi- 
weekly with Dulbecco's modified Eagle medium (DMEM) containing 4,5 g/1 glucose and 

5 supplemented with 2mM glutamine," 10 |ig/xnl gentamicm, and 10% fetal bovine serum 
For the purpose of conducting the phosphoinositide (PI) turnover experiments, the A7r5 
cells are cultured in 24~well plates as previously described (Griffin et at 1998). Confluent 
cells are exposed for 24-30 hrs to 1.5 pCi pHJ-^nyo-inositol (18.3 Ci/mmol) in 0.5 ml of 
serum-free medium. Cells axe then rinsed once with DMEM/F-12 containing 10 mM LiCI 

jo prior to incubation with the test agent (or solvent as the control) in 1.0 ml of the same 
medium for 1 hr at 37°C, after which the medium is aspirated and 1 ml of cold 0.1 M 
formic acid added to stop the reaction. The chromatographic separation of pH]-inositol 
phosphates (fHj-IPs) on an AG- 1-X8 column is performed as previously described 
(Griffin et aL 1998) with sequential washes with H*0 and 50 mM ammonium formate, 

is followed by elution of the total pHJ-IPs fraction with 12 M ammonium formate 
containing 0,1 M formic acid. The eluate (4 ml) is collected, mixed with 15 ml 
scintillation fluid, and the total [ 3 fTj-IPs determined by scintillation counting on a betar 
counter. Concentration-response data are analyzed by the sigmoidal fit function of the 
Origin Scientific Graphics software (Microcal Software, Northampton, MA) to determine 

20 agonist potency (EC^ value) and efficacy (EJ. Serotonin (5-HT) is used as a positive 
control (standard) agonist compound and the efficacy of test compounds is compared to 
that of 5-HT (set at 100%). The concentration of the compound needed to stimulate the 
production of (*H]-IPs by 50% of the maximum response is termed the EC50 value. 
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Compounds are considered potent agonists if their EC^> values in this functional assay are 
< 1 jiM and are considered full agonists if their efficacy is > 80% of that of 5-HT. 

The above procedures were used to generate the data shown in Table I. 

Table 1. 5-HT2 Receptor Binding and Functional Data, 



Compound 




ECgj, nIVf 


Efficacy 


(R>DOI 


0.46 


277 


82 


Example 1 


4.0 


967 


30 



10 

Example 5 Acute IOP Response in Layered (Hypertensive) Eyes of Conscious 

Cynomolgns Monkeys 

Intraocular pressure (IOP) can be determined with an Alcoa Pixeumatonometer 

x$ after light corneal anesthesia with 0.1% proparacaine. Eyes are washed with saline after 

each measurement - After a baseline IOP measurement, test compound is instilled in one 

30 pL aliquot to the right eyes only of nine cynomolgus monkeys. Vehicle is instilled in 

the right eyes of six additional animals. Subsequent IOP measurements are taken at 1 , 3 7 

and 6 hours. 

20 

Example 6 Receptor Binding Assay 

5-HT JAi binding studies were performed with human cloned receptors expressed in 
Chinese hamster ovary (CHO) cells using fH)8-OH DPAT as the liganA * Membranes 
from Chinese hamster ovary cells (CHO) expressing cloxxed 5-HT IA receptors 
25 (manufactured for NEN by Biosignal, Inc., Montreal, Canada) were homogenized in 
approximately 40 volumes of 50 mM Tris pH 7 A for 5 sec. Drug dilutions were ma df 
using a Beckman Biomek 2000 robot (Beckman Instruments, FuHerton, CA> Incubations 



-20- 



5404281721 KILYK BOWERSOX PLLC PAGE 2 

WO«3^^6 PCT/US02/393I6 
were conducted with membrane prep, test compounds, and 0.25 nM ^HJS-OH-DPAT 
{NEN, Boston, MA) in the same buffer at 27°C for 1 h. Assays were terminated by rapid 
vacuum filtration over Whatman GF/B glass fiber filters pre-soaked in 0.3% 
I>olyemyleaeimine. Bound radioactivity was measured using liquid scintillation 
spectrometry. Data were analyzed using non-linear curve fitting programs (Sharif et a/. 
1999). 

Ligand binding studies can also be run using membrane preparations from calf and 
rat brain (local source) and human cortex membranes. Specific brain regions were 
dissected out, homogenized in 10 volumes of 0.32 M sucrose and centrifuged for 10 min at 
700 x g. The resulting supernatant was centrifuged at 43,500 x g for 10 min and me pellet 
re-suspended in 50 mM Tris-HCl (pH 7.7, 25°C) using a 10 sec polytron treatment 
Aliquots were stored at -140' C. To remove endogenous serotonin, the preps were 
incubated at 37° C for 10 min prior to the experiment Assay incubations were terminated 
by rapid filtration over Whatman GF/C filters using a Brandel cell harvester. Kj values 
were calculated using the Cheng^Pnisoff equation (De Viy et at. 1998). 

Example 7 5-HT^ Functional Assays 
The function of Compounds of the present invention can be detejmined using a 
variety of methods to assess the functional activity of 5-HT, A agonists. One such assay is 
performed using hippocampal shoes from male Sprague-Dawiey rats, measuring the 
inhibition of forskolm-stimated adenylate cyclase (I^pez-Rodriguez et at. 1999; Morin et 
at. 1991; De Vry et al. 1998). Rat hippocampal membranes were homogenized in 25 
volumes of 0.3 M sucrose containing ImM EGTA, 5 mM EDTA, 5 mM dithiothreitol, and 

-21- 



5404281721 KILYK BOWERSOX PLLC PAGE 

* * « * 

PCT/US02/39316 . 

20 mM Tris-HO, pH 7.4 at 25»C. He homogenate was centrifuged for 1 0 m in at 1,000 x 
g. The supernatant subsequently was centrifuged at 39,000 x g for 10 win. The resulting 
pellet was re-suspended in homogenization buffer at a protein concentration of 
approximately 1 mg/ml and aliquots were stored at -140°C. Prior to use. the membranes 
were rehomogenized in a Potter-Elvehjem homogenfc*. Fifty u l of toe membrane 
suspension (50 ug protein) were added to an incubation buffer containing 100 mM NaCl, 2 
mM magnesium acetate, 0.2 mM ATP, 1 mM cAMP, 0.01 mM GTP, 0.01 mM forskolm, 
80 mM Tris-HCl, 5 mM creatine phosphate, 0.8 U/ul creatine phosphokinase, 01 mM 
KMX, 1-2 uCi o-^JATP. Incubations with test compounds (10 min at 30«C) were 
initiated by the addition of the membrane solution to the incubation mixture (piewamted 5 
mm at 30*C). |^P]cAMP was measured according to the method of Salomon (Salomon 
1979). Protein was measure using the Bradford assay (Bradford 1976). 

Functional activity can also be determined in recombinant human receptors 
according to the method of Schoeffter et aL (1997). HeLa cells transfected with 
recombinant human 5-HV receptors were grown to confluence in 24-welI plates. The 
cells were rinsed with 1 ml of Hepes-buffered saline Cm mM) NaCl 130, KC1 5.4, CaCl,, 
1.8, MgSO, 0.8, NaH^O, 0.9, glucose 25, Hepes 20, pH 7.4, and phenol red 5 mgfl. The 
cells were labelled with 6 uCi/ml of [>H] adenine (23 Ci/mmoi, Amersham, Rahn AG, 
Zurich, Switzerland) in 0:5 ml of saline at 37 °C for 2 hr. The plates were subsequently 
rinsed twice with 1 ml of buffered sahne containing ImM isobutylmemylxanthine. The 
cells were incubated for 15 min in 1 ml of this solution (37 °C) in me presence or absence 
of 10 uM forskolm and the test compound. The buffer was then removed and 1 ml of 5% 
trichloroacetic acid (TCA) containing 0.1 mM cAMP and 0.1 mM ATP was added to 

-22- 



06/30/2005 13:28 5404281721 



KILYK BOWERSOX PLLC PAGE 38 

WOQ^^^6 PCT/US02/39316 
extract the samples. After 30 min at 4*C, the TCA extracts were subjected to 
chromatographic separation on Dowex AO 50W-X4 and alumina columns (Salomon 
1991). Cyclic AMP production was calculated as the ratio fHlcAMP/CfHJcAMP + 
flHJATP). 



Table 2. 5-HT1A Receptor Binding and Functional Data. 



Compound 


IC^nM 




Efficacy O^w %) 


(R>8-OH- 
DPHAT 


0.52 


2.6 


102 


Example 1 


6.4 


110 


f 94 ~™ 



10 



Example 8 Alpha-2 Adrenergic Receptor Assay Methods 
Cell culture. For the alpha-2A assays, HT29 human clonic adenocarcinoma cells 
were grown in McCoy's 5A Medium Modified supplemented with 10% (v/v) heat- 
15 inactivated fetal bovine serum in a humidified atmosphere of 5% C(V95% air. Cells were 
sub-cultured with 0.5% Tiypsin/5.3 mM EDTA in 48 wells plates with confluence being 
reached in approximately 4 days. Growth medium was replaced with fiesh medium, 24 
hours before assay of confluent cells in order to avoid the nutrient exhaustion. 



20 Cyclic AMP functional assays- Confluent cultures of HT29 cells were washed 

twice with 0.5 ml of 15raM Hepes^buffered DMEM (DMEM/F12), then incubated with 
0.5 ml DMEM/F12 containing 0^5mM 3-Isobutyl-l-methyl-xantiune (IBMX) for 20 
minutes. At the end of this period the appropriate serially diluted o2-adrenergic agonists 
was added and the cells were further incubated for 10 minutes. Then the appropriate 

23 concentration of forskolin (for HT29 cells 4fiM) was added and the cells were incubated 
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for an additional 10 minutes. At the end of the incubation period the media was aspirated 
and 150 Hi of 0.1 M acetic acid, pH 3.5 was added. The plates were incubated at 40 C for 
20 minutes. Then 220 pi of 0.1 M sodium acetate, pH 11.5-12 was added. The plates 
were stored at -2<f> C. After this, a commercially available cAMP ELISA kit was used to 
s quantify the amount of c AMP generated in the receptor assay. In all these aipha-2 receptor 
assays, an inhibition of cAMP production reflected a receptor-mediated process. 



10 



Table 3. Alpha2A Receptor Binding and Functional Data. 



Compound 


EG^nM 




Brimonidine 


22 


100 j 


Example 1 


110 


62 



All of the compositions and/or methods disclosed and claimed herein can be made 
and executed without undue experimentation in light of the present disclosure. While the 
13 ^^ons aud methods of this invention have been described in terms of preferred 
embodiments, it will be apparent to those of skill in the art mat variations may be applied 
to the compositions and/or methods and in the steps or in the sequence of steps of the 
method described herein without departing from the concept, spirit and scope of the 
invention. More specifically, it will be apparent that certain agents which are both 
" -d Orally related may be substituted for the agents described herein to 

achieve similar results. All such substitutions and modifications apparent to those skilled 
in the art a* deemed to be within the spirit, scope and concept of the invention as defined 
by the appended claims. 
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1 . A compound of the formula: 




5 wherein A, B and D are independently chosen from either N or C, with the provision that 
at least one of A, B orD isN; 
EisCorN; 
RisHorC lu alfcyl; 

R 2 and R 3 are independently ft C M alkyl, C,, alkenyl, or R 2 and R 3 taken together can form 
10 a 5 or 6 member ring; 

X is hydrogen, halogen, C M alkyl, or CF 3 ; and 

the dashed bond may be a single bond or a double bond; 

and pharmaceutical acceptable sails and solvates. 

lS 2 " The ^nopound of claim 1, wherein the compound is 2^8-bromo-benzo- 

[l^-b^^b'ldifuran-^-yl) imidazoline hydrochloride. 

3. A method for lowering inraocular pressure and providing neuroprotection 
comprising administering to a patient in need thereof a therapeutically effective amount of 
20 a composition comprising a compound of the formula: 
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wherein A, B and D are independently chosen from either N or C 7 with the provision that 
at least one of B or D is N; 
EisCorN; 
5 R is H or C^aBcyl; 

R 2 and R*are independently H, C I-3 alkyl, alkenyi, or R 2 and R 3 taken together can form 
a 5 or 6 member ring; 

X is hydrogen, halogen, C w alkyl, or CF % ; and 
the dashed bond may be a single bond or a double bond; 
io and pharmaceutical^ acceptable salts and solvates. 



4. The method of claim 3, wherein the compound is 2-(8-bromo*-benzo~[l >2- 
b;4,5-b^difuxan-4-yl) imidazoline hydrochloride. 

« 5. A composition for lowering and controlling normal or elevated intraocular 

pressure and providing ocular neuroprotection, comprising a compound of Hie formula: 
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herein A, B and D are independently chosen from either N or C, with the provision that 
at least one of A, B or D is N; 
EisCorN; 
5 RisHorC M alkyI; 

R 2 and RVe independently H, Chalky I, alkenyl, or R 2 and R 3 taken together can form 
a 5 or 6 member ring; 

X is hydrogen, halogen, C^alkyi or CF 3 ; and 
the dashed bond may be a single bond or a double bond; 
10 and pharmaceutically acceptable salts and solvates. 

6. The composition of claim 5, wherein the compound is 2-(8«bxomo-benzo 
[l^-b;4,5-b"]difuranr4-yl) imidazoline hydrochloride. 



acceptable preservatives. 

8- The composition of claim 6, further comprising ophthalmologicaUy 
acceptable surfactants. 

20 



15 



7. 



The composition of claim 6, further comprising ophthalmologicaUy 
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9. The composition of claim 6, further comprising an agent to increase 
viscosity. 



10. The composition of claim 9, wherein the agent is selected from the group 
5 COnsi5til18 of hydroxymethylceUulose, hydroxyethylceliulose, 

hydroxypropylmethylceUuIose, methylceUulose, and polyvinylpyirolidone. 

11. The composition of claim 6, further comprising ophthalmologic^ 
acceptable preservatives, ophthalmologicaliy acceptable surfactants and at least one agent 

io to increase viscosity. 

12. The composition of claim 6, further defined as a topical ophthalmic 
suspension or solution having a pH of about 5 to about 8. 



is 



20 



13. The composition of claim 12, wherein me concentration of the compound is 
from .01% to 5% by weight 

14. The composition of claim 13, wherein the composition of the compound is 
from 25% to 2% by weight 

15. The composition of claim 6, further comprising at least one agent selected 
from the group consisting of ^blockers, prostaglandins, carbonic anhydrase inhibitors, 
and miotics. 
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16. The composition of claim 6, further comprising at least one agent selected 
from the group consisting of calcium channel blockers aad NMDA antagonists. 
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The specification of Attorney Docket No. 2345F USA (check one) 
( ) is attached hereto. 

( X ) was filed by an authorized person on my behalf on December 9, 2002 as 
Application Serial No. PCT/US02/39316 

I hereby state that I have reviewed and understand the contents of the above-identified 
specification, including the claims as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this 
application in accordance with Trtte 37, Code of Federal Regulations, Section 1.66(a). 

Pursuant to C.F.R. Section 1 .56(a) I acknowledge my duty to disclose information of which I 
am aware material to the patentability of the subject matter of this application. I do not know 
and do not believe that the same was ever known or used in the United States of America 
before my invention thereof or patented or described in any printed publication in any 
country before my invention thereof, or more than one year prior to said Prior Applications, 
or in public use or on sale in the United States of America more than one year prior to said 
Prior Applications. Upon information and belief, said subject matter has not been patented 
or made the subject of an inventor certificate issued before the date of sard Prior 
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Applications in any country foreign to the United States of America or on an application filed 
by me or my legal representatives or assigns more than twelve months prior to said Prior 
Applications. 

I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements may jeopardize the validity of the 
application or any patent Issued thereon. 

\ hereby appoint Barry L. Co pel and, Reg. No. 34,301; James A. Arno. Reg. No. 26,145; 
Gregg C. Brown, Reg. No. 30,613; Jeffrey S. Schira, Reg. No. 34,922; Patrick M. Ryan, 
Reg. No. 36,263; W. David Lee, Reg. No, 39.743, Teresa J. Schultz, Reg. No. 40,526, and 
Armando Pastrana, Jr., Reg. No. 44997 of Alcon, 6201 South Freeway, Fort Worth, TX 
76134, my attorneys, with full power of substitution and revocation, to prosecute this 
application and to transact atl business in the United States Patent and Trademark Office 
connected therewith 

Full name of joint inventor ZfXIA FENG 

Address: 

Inventor's Signature: 
Date: 

Citizenship: 

Full name of joint inventor 
Address: 

Inventor's Signature: 
Date: 

Citizenship: 
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4204 Hideaway Drive 
Arlington, Texas 76017 
United States of America 

United States of America 

MARK R. HELLBERG 

3002 Oak Cove Road 
Arlington, Texas 76017 
United States of America 

«>^o>v 

United States of America 
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IN THE UNrTED STATES PATENT OPFICE 

,n re: FENG ET AL. 

Serial No. NYA 

Fi,ed: June 14. 2004 

PETITION UN,pf » *t /-»pp 1 1ff 

MSPCT 

ATTENTION: PCT LEGAL 
Commissioner for Patents 
P. O. Box 1450 
Alexandria, VA 22313-1450 

Dear Sir: 

Applicants hereby petition the Director to accord the enclosed 
correspondence, which consists of fifing papers for a §371 patent application, a filing 
date of June 14, 2004. 

1. Applicants' §371 patent application was mailed to the USPTO using the 
USPS "Express Marl Post Office to Addressee" service with sufficient postage on 
June 14, 2004. The USPS Express Mail item number is EV224562394US. 

2- Since a filing receipt had not been received and Applicants' postcard not 
returned, telephone calls were made by a legal assistant in Alcon's R&D Counsel 
and IP Law Department to the USPCT Help Desk on or about November 9 2004 
and subsequently on or about December 7, 2004. to inquire about the status of 
Applrcants' §371 patent application. Both telephone calls confirmed that the USPTO 
was not able to locate any information about Applicants' §371 patent application. 

3. Nevertheless, Applicants' application papers were successfully received at 
the Patent Office on June 15, 2004, as evidenced by the USPS records. A true copy 

Page X of 3 
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of the USPS delivery information for Express Mail item number EV224562394US is 
attached as Ex. A; this information shows that a USPTO representative 'Mary 
Boston" signed for Express Mail item EV224562394US on June 15, 2004 at 10:25 
AM in Alexandria, Virginia. 

4. Upon the advice of the PCT Help Desk, Applicants' hereby file this Petition 
pursuant to 37 CFR 1.10, addressed to the PCT Legal Office, and resubmit 
Applicants' §371 application. 

5. This Petition is filed after concluding in December 2004 that Applicants' 
§371 patent application, which was forwarded to the USPTO on June 14, 2004 
(Applicants' Docket No. 2345 US), via USPS Express Mail Air bill EV 224562394 
US, was misplaced or cannot be located at the PTO. 

6. Attached as Ex B is a true copy of the USPS Express Mail mailing label EV 
224562394 US. This label shows a -date-In* of Applicants' §371 patent application 
of June 14, 2004, and a "day of delivery" of June 15, 2004. In the upper right hand 
comer, this label dearly bears the circular date stamp of the USPS' Burleson. TX 
office with a received date of June 14, 2004. 

7. Attached as Ex. C is a true copy of Alcon's Express Mail Corporate Account 
Mailing Statement showing that Express Mail item number EV224562394US was 
mailed on June 14, 2004, from Zip Code 76028 to Zip Code 22313. This Statement 
also shows that the postage charged to Alcon's account on June 14, 2004, for 
Express Mail item number EV224562394US was $13.65. 

8. Attached as Ex. D is a true copy of Alcon's internal log of Express Mail items 
showing that Express Mail item number EV224562394US was deposited with the 
USPS in Burleson, TX on June 14. 2004, at 4:56 PM. This log bears the initials «ss» 
which are the initials of one of the legal assistants in Alcon's R&D Counsel and IP 
Law Department. 



Pago 2 of 3 



0S/30/2005 13:28 5404281721 KILYK BOWERSOX PLLC PAGE 51 

JBtPreBa Kf£J No. BY «B44i7B25ug 



9. Attached as Ex. E are true copies of the papers originally filed with USPTO on 
June 1 4, 2004, in Express Mail item number EV224562394US: 

A. Transmittal Letter to the United States Designated/Elected Office 
(DO/EO/US) Concerning a Filing under 35 U.S.C. 371 (Form PTO-1390), two pages, 
in duplicate; 

B. Declaration and Power of Attorney (2 pages); and 

C. Return post card (not returned to Applicants) showing Express Mail No. 
EV224562394 US. This return post card identifies the contents of Express Mail item 
number EV224562394 US as: Transmittal Letter to the US Designated/Elected 
Office Concerning a Filing Under 35 USC 371 (2 pages, in duplicate), Dedaration 
and Power of Attorney (2 pages), Return Post Card. 

Should the Director require any additional information concerning this 
Petition, please contact the undersigned. 

Respectfully submitted, 
ALCON RESEARCH, LTD. 

Date: V** /or By: 



Patrick M. Pfykn 
Reg. No. 36,263 



Addnns Ate eBgBEflflg4Btt*£ 

Patrick M. Ryan 
Assistant Genera* Counsel 
IP Legal Department 
A) con Research, Ltd. 
€201 South Freeway 
Fort Worth, 7X 76134-2099 
T: 817-551-3066 
F: 817/551-4610 
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UNITED STATES 



1 POSTAL SERVICE. 



Date: 11/12/2004 



Fax Transmission To: Postal Customer 
Fax Number: 817-551-4610 



Dear Postal Customer: 

The following is in response to your 1 1/12/2004 request for delivery information on 
your Express Man item number EV224562394US. The delivery record shows that this item 
was delivered on 08/15/2004 at 1D:25 AM in ALEXANDRIA, VA 22313 to M BOSTON. The 
scanned image of the recipient information is provided below. 



Thartc you for selecting the Postal Service for your mailing needs. if you require 
addrtional assistance, please contact your local Post Office or postal representative. 

Sincerely, 

United States Postal Service 



Signature of Recipient; 





06/30/2005 13:28 5404281721 t KILYK BOWERSOX PLLC PAGE 




EXHIBIT B 



KILYK BOWERSOX PLLC 



PAGE 55 




/ASS. 



>>0. '88* " „ '. " V ; 



: as; 



FOR P ,C HJP CB TRACK MG < ALL J-MO-222-1811 « 
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EXPRESS 
MAIL 



-e f fares POttM, SMAvtce v 



t.,+r*RE$S MAIL CORPORATE ACCOUNT 
MAILING STATEMENT 



PACE; 



ACCOUNT HOt 761X4? 



PERIOD: 06/01/04 - 06/30/04 




05/20/04 " 

0&/28/04 

05/20/04 i 

05/28/04 I 



05/28/04 
05/28/04 
06/02/04 
06/06/04 
06/09/04 

oo/oo/o* 

06/14/0* 
06/14/04 
06/14/04 
06/14/04 
06/14/04 : 
06714/04 
06/14/04 I 
06/14/04 f 
06/lW 
06/16/0* 
06/16/0< 
06/17/04 
06/17/04 
06/18/04 
06/18/04 
06/23/04 
T5/24/06 
*/2S/04 
04/25/04 
05/28/04 
06/26/04 
06/Z9/D4 
06/30/04 
06/30/04 

SUMOTAJj 

(A) TOT* . 
CO? TOTAL 
IC) TOTAL 

TOTAL (A 



EHD2NS BALANCE; 




EV224560610US-*- 76134 
EV224560623US--' 76134 
EV2Z4560637U$4 76134 
£V£*5«*45US - 76X34 
EV2£4S60654US- i -* 76134 
eV224S&*6SUts4 76J34 
EV224561915U$4 76134 
EV22rtSAl^uS-T 76154 

EV224562108U-W 76134 

EV0m08272tJsi 76028 
EY01U03266U&~- 76020 
|Vg456070TO>76oZ3 
EV224562125US f 76028 
EV22456213WS^ 76020 



gg245623s4ttt- 76028 
6V2jM562417U3 r 76028 
£V224562425M&4 76028 
ar224562434U£-} 76028 
eV224562111USj' 76028 
Ey22456215filB-1 76028 
BV22456238SUS- 76028 
EV22S4967S9US 4^76028 
a^562142U5^ 76134 
£V224S62160US^ 76134 
£VOlll084X4US~ 76134 
©rz245619721JS-e 76134 
EV01110&24lUS~t 76134 



22313 5 

22313 f 
22303 1 
22313 | 
22313 
22513 
22313 
22313 
22313 



22313 
EZ313 



22313 
22313 
22333 



EV2245&226Jt* 



EV224561969US- 76134 



EV224S61986US 



76134 
76134 
-4 76134 



CV224562289US ~ 76134 



CHAftGCSl : 
ADJUSTftfNTS itU 
BERN* <*): 



76134 



22313 
22313 
22313 



223)3 
22323 
22313 



22313 



22313 

22313 
22323 
22313 
22313 
22313 
22333 
22313 
22313 
22313 
22313 
22313 
22313 



609.7O 

13.65— 
13.63 — 
33.65—= 
13.65- 
13.65 — 
13.65-r 
17.85— 
13.65*-' 
13.65- 
13.65 - 
17.85 - 
13.65 -J 
13.65 — j 
21.05 — i 
13.65-4 
13.65 — I 
15.65,- 
13.65 -| 
21-05— 
13.65*- 
13.65- 
13.65 - 
13.65*- 
13.65 - 

13.65- 
13.65 - 
21-05- 
13.65- 
13.65 — 
13.65 
13.63 

512-55 

5U.55 
0.00 
0.00 



512.55' 



97. IS 



0.00 
0.00 
0.00 



O.OO 



0.00 
0.00 
0.00 



"Oo" 
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UUfv. IMQP5) 



US. DBfARTM^n* OF COMMERCE fATEWT AND TRADEMARK. OIT1CE 



transHttal letter to the united ST a. 

DESIGNATED/ELECTED OFFICE (DO/EO/US) 
CONCERNING A FILING UNDER 35 U.S.C. 371 



'•P 



INTERNATIONAL APPLICATION NO. 
PCT7US02f3931S 



INTERNATIONAL FILING DATE 

(03.12.02) 



ATTORNEY 5 DOCKET NUMBER 
2346FUSA 



US. APPLICATION NO, Wtxo+n, «w 37 CFR I J 
MVA 



PRIORITY DATE CLAIMED 

(2Q.t2.0f) 



i 1 1 MS VI" IM V^ION ^\^|e^tf^R^(W10^JNe AND BENZOtOJRANIWlDAZOUNe DERIVATIVES AND THStR USE FOR 



APPLICANT^FORPO/^S IUmfotOMtlMLtLtmim 

Applicant herewith submits to the United State* Designated/Elected Office (DO/EO/US) the following hems and other informatiottT 

1 . @ This b a MftSTf submission of items conccnung a filing under 35 U,SvC 371. 

2. □ This » a SECOND or SUBSEQUENT submission of items concerning a fifing under 35 U.S.C. 371. 

3. M This is an expres request to begin national examination procedures (35 U.S.C. 371(f)). The submission must include 
t—i items (5X(©)» (9) and (21) indicated below. 

4. □ The US has been elected (Article 31). 

5. H A copy of the International Application as ffled (35 U-S-C. 371(c)(2)) 

a. Q is attached hereto (required only if not communicated by the International Bureau). 

b. Q has been communicated by the International Surrao. 

c 0 is not xcqiured, as me application was filed in me United States Receiving Office (RQ/US). 

6. □ An English language translation of the International Application as filed (35 U.S.C 371(cX2)). 
a. □ is attached hereto^ 

°- O has been previously submitted under 35 U.S.C. 154(d)(4). 

7. Q Amendments to the claims, of the International Application under I*CT Article 19 (35 U.S.C 371(c)(3)) 

a. Q are attached hereto (required only if not coinmunicated by the International Bureau). 

b. Q have been communicated by the- International Bureau. 

c □ have not been made; however, toe time limit for making such anKadments has NOT expired. 
<t O have not been made and will not be made. 

8. Q An English language translation of the amendments to the" claims under PCT Article 1 9 (35 U.S.C- 371 (cX3))- 

9. E An oath or declaration of the inventors) (35 U.S.C. 371(cX4)). 

10. D An English language translation of the annexes of the International Preliminary Examination Reoort under prrr 
Arfcle36"(35U-5-C.372(cX5)) t 

Items 11 to 20 below concern documents) or information ha eluded: 
D Information Disclosure Statement under 37 CFR 1.97 and 1.98. 

12. Q An assignment document for recording. A separate cover sheet in compliance with 37 CFR 3.2$ and 3.31 is included 

\ 3. Q A preliminary amendment 

14. □ An Application Data Sheet under 37 CFR 1 .76. 

1 5. □ A substitute specification, 

16. □ A power of attorney and/or change of address letter. 

17. □ A computer-readable form of the sequence listing in accordance with FCT Rule i3fer.2 and 37 CFR 1.821 - I.S25. 

1 8. □ A second copy of the published international application under 35 U.S.C. 1 54(d)(4). 

19. □ A second copy of the English language translation of the international application under 35 U.S.C. 154<dX4). 

20. □ Other items or information: 



loft 
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MULTIPLE DEPENDENT CLAJM(S) (if applicable) 



IXS. AfPUCATJC* WO- 



n37CFRlJ> 



JNTBFXaTIQKU. ATP1JCATK>N NOv 

t PCT/US0g39316 



2iQ The fol^Pfg fees are submitted; 
BASIC NATIONAL FEE (37 CFR 1-492 (*) (l>-(5)): 
Neither interna t«wal preliminary examination fee (37 CFR 1.482) 
nor international search fee (37 CFR 1 .44500(2)) paid to USPTO 
and latcraatioflftl Search Report not prepared by tfie EPO or JPO. . 




$1080.00 

International preliminary examination fee (37 CFR I.4$2)not paid to 
USPTO but International Search Report prepared by the EPO or JPO 592049 

Intcrnatiorjalprfclimmary examination fee (37 CFR 1.482>notpaid to USPTO 
but ictcrnational search fee (37 CFR 1 ,445(aX2)) paid to USPTO $770.00 



International prcKmmary examination fee (37 CFR 1.482)paid to USPTO 
bnt an claims did not satisfy provision* ofPCT Article 33(I><4) ^ . 



Internationa) preliminary examination fee (37 CFR 1.482) paid to USPTO 

and afl claims satisfied provisions of PCT Article 33(1 X 4 ) - 

ENTER APPROPRIATE BASIC FEE AMOUNT 



$730.00 
$100.00 



Surcharge of $130*00 Car famishing the o ath or declaration later man 30 months 
from the earnest chimed priority date (37 CFR 1.492(e)). 



CLAIMS 



Total claims 



Independent claims 9 



NUMBER PILED 



1$ 



-20 - 



-3 = 



NUMBER EXTRA 



RATB 



x S1&00 



* S299M 



TOTAL OF ABOVE CALCULATIONS = 



r-» Applicant claims small entity status. Sec 37 CFR 1*27. The lees indicated above 
" are reduced by 1/2. 



SUBTOTAL = 



Processing fee of $130.00 for fonnahing the English translation later man 30 months 
from the earliest claimed priority date (37 CFR 1.4£2(f))_ 



TOTAL NATIONAL FEE 



Fee for recorcBng the enclosed assignment (37 CFR XM fb))_ The assignment 
accompanied by an appropriate cover sheet (37 CFR 3.28, 3-31). $40.00 per j 



most be 
property 



TOTAL FEE S ENCLOSED 



ATTCWEV? DOCWPTNUMBOl 

234SFUSA 



CALCULATIONS PTO USE ONLY 



920-00 



93X00 



Amount to be 
refunded: 



charged: 



a- r~| A check in the amount of $ 
b. ra Please charge my Deposit Account No- 



A duplicate copy of mis sheet is enclosed. 



to cover the above fees is enclosed. 

gOlggj in the amount of $ 



■fcfe 00 to cover the above fees. 



c. £J The Coinmi&sioner is hereby autfaorbied to charge any addioonai fees whicb may be rwnnred, or credit any 
overpayment to Deposit Account No. — S010S1 . A duplicate copy of this sheet is enclosed 

d, □ fees are to be charged to a credit card. WARNING; Information on this form may become public Credit card 
information should not be included on this form. Provide credit card mformation and authorization on PTO-203R 

NOTE: Where an appropriate ttipe Emit under 37 CFR 1,495 has not been met, a pefJtlo* to revive (37 CFR I 137 i* 
or (b» most be filed and granted to restore the application to pending status. " } 

SEND ALL CORRESPONDENCE TO: 

MooflRMMrtfiUM 
Attn, awry U CO? P ^d (C*Ma) 

6201 South Reoww 
Fort Worth. Twi 78134-2090 
Tt*vhca*t *17/55M322 




NAME 



REGISTRATION NUMBER 
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FORM MO- &90 
(REV. 10.2003) 



US. OEPAKTWBNT OF COMMERCE f ATENT A>fD TfcAMXAWC 



tranIKtal letter to THE UNITED STA'_ 
DESIGNATED/ELECTED OFFICE (DO/EO/US) 
CONCERNING A FILING UNDER 35 U.SXX 371 



INTERNATIONAL AFTUCATION NO. 
PCT/US02/33316 



INTERNATIONAL FILING DATE 

(QSL1ZJ0Q 



ATTORNEY "S DOCKET NUMBER 
2345FUSA 



US. APPLICATION NO. Oftemnv see i"? CFR r_$ 
NYA 



PjaORTTV DATE CLAIMED 



TITLE OF INVENTION BENZCXHPURANIMIDAZOUNE AND BENZORJRANIMHDAZOUNE DERIVATIVES AND THfelR USE FOR 

THE TREATMENT Of GLAUCOMA 



APPLICANT^ FOR DO/EO/US ^otia FENG aoJ Mark Ft HELLBERG 



Applicant herewith submits to the United States Designated/Elected Office (DCVEO/US) the following items and otter information: 
1. 0 This Is a FIRST submission of items concerning a filing under 35 U.S.C. 371. 

2. Q This is a SECOND or SUBSEQUENT submission of items concerning a filing under 35 U.S.C. 37 1 . 

3, (✓I This is an express request to begin national examination procedures (35 U.S.C 371(f)). The submission must include 
t-J iten^f^^elc^andCaOhKlicntedbelow. 

The US has been elected (Article 31). 

5, [3 A copy of the International Application as filed (3SU-S-C 371(c)(2)) 

a. □ is attached hereto (squired only if not communicated by the International Bureau). 

b. n 045 been communicated by the Internationa] Bureau, 

c. 0 is not required, as the application was filed in the United Stales Receiving Office (RQ/US). 
6* |3 An English language translation of the International Application as filed (35 U.S.C. 371(c)(2)). 

a. Q is attached hereto. 

b- □ has been previously submitted under 35 VS.C. i S4(d)(4)L 

7. Q Amendments to the claims of the International Apphcation under PCT Article 1 9 (35U.S.C 371(c)(3)) 

a. [] are attached hereto (required only if not communicated by the International Burean). 
b> Q have been communicated by the International Bureau. 

c Q have not been made; however, the time limit for making such amendments &as NOT expired. 

d. □ have not been made and wiU not be made. 

8. □ An English language translation of the amendments to the* claims under PCX Article 19 (35 U.S.C 371 (cX3)>. 

9. 0 An oath or declaration of the inventorCs) (35 U.S.C. 371(cX4))_ 

10. □ An English language translation of the annexes of the International Preliminary Examination Report under PCT 

Article 36 (35 US.C 371(cX5». 

Items II to 20 below concern documents) or information included: 

11. D An Information Disclosure Statement under 37 CFR 1 ,97 and 1 .95. 

12. Q An assignment document for recording. A Separate cover sheet in compliance with 37 CFR 3.2g and 3.31 is mduded. 
1 3- Q A preliminary amendment 

14. □ An Application Data Sheet under 37 CFR 1.76* 

15. Q A substitute specification. 

A power of attorney and/or change of address tetter. 

17. □ A computer-readable form of the sequence listing in accordance with PCT Rule 13«r.2 and 37 CFR 1 .821 - 1 .$25, 

1 8. □ A second copy of the published mternational application under 35 US.C. 154(d)(4). 

1 9. □ A second copy of the English language translation of the international application under 35 U.S.C 1 54(d)(4). 

20. Q Other items or information; 
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Inftepenctem claims 3 



MULTIPLE DEPENDENT CLAIMQS) (if applicable) 



US.AlVlJCAT10K>Ja 



A- 

>i^^ngi 



WTEKNATKXUL APPLICATION NO. 

PCTVUS02^9316 




21 J~) The f^^Png fees axe submitted: 
BASIC NATIONAL F££ (37 CFR 1*92 (a) 0) - <5)): 
Neither international preliminary examination fee (37 CFR 1.482) 
nor international search fee (37 CFR 1 .445(a)(2)) j^xd to U$FT0 

and International Search Report not prepared by. tile EPO or JPO ^ j ^ 

hrternationaJ mclurunary examination fee (37 CFR 1 .482) not paid to 

USPTO but IntemAriona] Search Report prepared by the EPO or JPO $920.00 

International preliminary examination fee (37 CFR 1.482) not paid to USPTO 

but international search fee (37 CFR 1.445<&)(2)) paid to USPTO $770.00 

International preliminary examination fee (37 CFR 1.482) jpaid to USPTO 

but at] claims <J5d hot satisfy provisions of PCT Article 33fl>(4) $730.00 

International preliminary examination fee (37 CFR 1.482) paid to USPTO 

and all claims satisfied provisions of PCT Article 33(1><4) . * S10O.00 

ENTER APPROPRIATE BASIC FEE AMOUNT = 



ATTOKNev^ docket NUMBER 
USA 



CALCULATIONS PTO USE ONLY 



Surcharge of $130*00 for furnishing the oath or declaration later than 30 months 
from the earliest clai m ed priority date (37 CFR 1492(e)). 



CLAIMS 



Total claims 



NUMBER FILED 



16 



-20 



-3 = 



NUMBER EXTRA 



RATE 



x $18*00 



x $86.00 



TOTAL OF ABOVE CALCULATIONS 



-t Applicant claims small entity status. See 37 CFR 1.27, The fees indicated above 
■ are reduced by 1/2. 



920.00 



920.00 



SUBTOTAL g 



Processing fee of $130.00 for fanoishing the English translation later than 30 months 
from the easiest claimed priority date(37 CrT* L492(f)> «~wu» 



TOTAL NATIONAL FEE = 



Fee for recording the enclosed assignment (37 CFR 1.21(h)). The assignment must be 
accompanied by an appropriate coyer sheet (37 CFR 3.28, 331). $40.00per property + 



TOTAL FEES ENCLOSED = 



32ft 00 



Amount to be 
refunded; 



charged: 



a. Q A check in the amount of $ »<over the above fees is enclosed. 

b. pi Please charge my Deposit Account No, 501051 m the amount of S »koo to cover the above fe« 

l " J A duplicate copy of this sheet is enclosed. o cover tw at^ove fees. 

c. 0 The Commissioner is hereby authorized to charge any additional fees which may be required, or credit any 
overpayment to Deposit Account No. jkviom . A duplicate copy of this sheet is enclosed. 

d. □ Fees are to be charged to a credit card. WARNING: iDformation on this form may become pubbc. Credit card 
information should not be Included on this form. Provide credit card information and authorization on PTO-2033. 

NOTE: Where an appropriate time limit under 37 CFR 1.4*5 has not been met, a petition Co revive f37 CFR 1 137 r*\ 
or (b)) must be filed and granted to restore the application to pending status. 



SEND ALL CORRESPONDENCE TO: 

Attn: BanyLCcptfwtf (6>W9) 

(5201 SoW*Fn*w*t 

Fort Wort*. TOXDS 7513*2099 



NAME 



34,001 



REGISTRATION NUMBER 
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DECLARATION AND POWER OF ATTORNEY 

As the below named inventor, I hereby declare that 

My residence, post office address, and citizenship are as stated below next to my name. 

I believe I am the original and first inventor of the subject matter which is claimed and for 
which a patent is sought on the invention entitled: 

NOVEL BEMZODIFURANIMIDAZOUNE AND BENZOFURANIMIDAZOUNE 
DERIVATIVES AND THEIR USE FOR THE TREATMENT OF GLAUCOMA 

described and claimed , in the specification identified as Attorney Docket No. 2345F USA, 
which is a national application under 35 U.S.C. § 371 of PCT Application Serial No 
PC77US02/39316 filed December S>, 2002, which draws priority from US Provisional 
Application Serial No. 60/343,378 filed December 20, 2001 (the "Prior Applications-) now 
abandoned. 

The specification of Attorney Docket No. 2345F USA (check one) 
( ) is attached hereto. 

( X ) was filed by an authorized person on my behalf on December 9, 2002 as 
Application Serial No. PCT7US02/39316 

I hereby state that I have reviewed and understand the contents of the above-identified 
specification, including the claims as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this 
application in accordance with Title 37, Code of Federal Regulations. Section 1 .56(a). 

Pursuant toC.F.R. Section 1.56(a) I acknowledge my duty to disclose information of which I 
am aware material to the patentability of the subject matter of this application. I do not know 
and do not believe that the same was ever known or used in the United States of America 
before my invention thereof or patented or described in any printed publication in any 
country before my invention thereof, or more than one year prior to said Prior Applications 
or in public use or on sale in the United States of America more than one year prior to said 
Prior Applications. Upon information and belief, said subject matter has not been patented 
or made the subject of an inventor certificate issued before the date of said Prior 
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Applications in any country foreign to the United States of America or on an application filed 
by me or my legal representatives or assigns more than twelve months prior to said Prior 
Applications. 



I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, uncfer Section 1001 of Title 18 of the United 
States Code and that such wilfful false statements may jeopardize the validity of the 
application or any patent issued thereon. 

I hereby appoint Barry L Copeland, Reg. No. 34.801; James A. Arno, Reg. No. 26.145; 
Gregg C. Brown,. Reg. No- 30,613; Jeffrey S. Schira, Reg. No. 34,922; Patrick M. Ryan, 
Reg. No. 36,263; W. David Lee, Reg. No. 39.743, Teresa J. Schultz, Reg. No. 40,526, and 
Armando Pastrana, Jr. Reg. No. 44997 of Alcon. 6201 South Freeway, Fort Worth, TX 
76134, my attorneys, with full power of substitution and revocation, to prosecute this 
application and to transact afl business in the United States Patent and Trademark Office 
connected therewith 



Full name of joint inventor 
Address: 

Inventor's Signature; 
Date: 

Citizenship: 



ZIXIA FENG 

4204 Hideaway Drive. 
Arlington, Texas 76017 
United States of America 



United States of America 



Full name of joint inventor 
Address; 

Inventor's Signature: 
Date: 

Citizenship: 



MARK R. HELLBERG 

3002 Oak Cove Road 
Arlington, Texas 76017 
United States of America 

*£u&*==i 

United States of America 
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CONCERNING A FIL ING Tlgg^^g^) 

A J JONA1 . A PP? 'u a i ii vki ■ ^ J U 5 - U 3 "1 



ATBS 



^. ^^ ^ii-ijnvj UNDER 35 TJ S r m 

i ^ _ — f coataog) 20017 



ATTORNEY <S DOCKET NUMbb* 
2345TUSA 

AWUca I.ON no. ( ,r)^^— — -~ 
NYA 



= *=OR 



■ ,. .- Zixla and Mark R. HELLBER6 

A^i ne^u, «TClJSids55 ^^5^^^..^ , _ 

3- R ™ * * express ^l ^rT ^ COaCWUDS ' fi, ' ne — ' 35 ^.C 371 

U ^(5),^^)1^S^^P^«(35U.S.C.37.(0). The submits' 
□ The US has been eiected (A«icle31) ««*««» 

°' LJ ^ beer, communicated by the International Bureau. raano nal Bureau), 

c [3 13 not required, as Ihe application was fil«ti„tk_ 1 1_- 

b- Q h*. been previously submitted uader 35 U.S.C. 1 WdY4> 
7. U Amendments to the claim* of the IntcniatJ*™. A—r ^ 

«- □ are a,^ ^ ^^^7^1^^^ W <* ^UOO)) 

k 1-1 . «.requ.rea om y , fnot commuweated by the International Bureau 

b ' O ^ been communicated by the International BlWau . U> " 

«• □ have not been made; however, the time limit for m=w«» v 

d n k, » ™ tor malqng such amendments has NOT «rn,>^ 

<J. U have not been made and wiU not be made. * lp ' r * d - 

«■□ An Eoghs h lan^ag^ tranafction of ^ * „„, ^ 

0. B An oa* or decision of ^ ps ^ ^ tiader PCT Article 19 (35 U.S.C 37| (c)(3)). 

Itwna II to 20 below concern document*) or information included- 

II. O An Infomiation Disclosure Statement under 37 CFR 1.97 and , 0 g 

recording A aepara* cover sheet* compliance with 37 CFR 3 2* , , ■ 

13. □ A preliminary amendment CFR 3 28 «<« 3 J 1 is included 

14. □ An Application Data Sheet under 37 CFR 1 .76. 

1 5 . D A substitute specification. 
! 1 6. □ A power of attorney and/or change of address letter. 

17. 0 A computer-readable form of the sequence listine in acrnnW. „~ 
1 . W ° nfi m aceortance PCT Rule I3»rj and 37 CFR 1 821 1 

. " D A second copy of the English language translation of the internario™! ,- • 
20.D Otheritemsorinfotmation: — apphcanon under 35 U.S.C. 154(d)(4). 
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m 

e follow 



PCT,US0339316 



2 1 .Q3 Tne following fees are submitted: 
BASIC NATIONAL FEE (S7 OfR 1-492 (a) <1> . (S))r 
Neither international preliminary examination fee 07 CFR 1 4S&\ 
nor mternatipna] search fee (*7 CFR !.445(aX2))paid to USPTO 
aad International Search Report not preparSby the EPA orJPO 
- . . „ . SIOSO.O© 

U^°^ i^ m ^ My f? anii ? a » ti00 fee < 37 l ' 48i > ^ paid to 

USPTO but International Search Report prepared by the BPO or JPO $920.00 

Jbteroational preliminary examination fee (37 CFR 1,482) not paid to USPTO 

but mtemanonaj search fee (37 CFR 1.445(a)(2)) paid to USpS $7 7(M) o 

International preliminary examination fee 07 CFR J. 482) paid to USPTO 
but a» clauns did not satisfy provisions of PCT ^1^3^(4) ... - . $730.00 
International pnUjminary examination fee (37 CFR L482) paid to USPTO 
and aJJ claims satisfied provisions of PCT Article. 33( IW4) . . si no ftA 

ENTER APPROPRIATE BASIC FEE AMOUNT 



ATT0WBTS DOCKST KUMaOt 

234SPUSA 



CALCULATIONS PTO USE ONLY 



°f !l 50 ;^ fo F <«fW?a"»g the oath or declaratio 
from the earliest claimed priority date (37 CFR 1.492(e)), 



declaration rater than 30 months 



CLAIMS 
Total claims 



[independent claims 3 



NUMBER FILED 



16 



• 20 « 



_ NUMBER EXTRA 



[LTTPLE DEPENDENT CLAIM($) (if applicable) 



RATE 



X $18.00 



x $86.00 



+ S290.00 



| a y.B^P^^ See 37 CFR 1.27, The fees jS^T 



~ 1 UTAL NAtiONAL FEe~=~ 



1^—7 — ■ — ■— « w x^flmi HXAL 



must be 
property 



TOTAL FTT ES ENCm<21PJ^- 



□ A check in the amount of S 

b ' □ ?)e ** chaj ^ e My Deposit AcCQtol No. 501Q51 
A duplicate copy of mis sheet is enclosed~~~ ~ 



920.00 



_QZ0.0Q 



Amount to be 
refunded: 



920.00 



charged: 



to cover the above fees is enclosed. 

in the amount of $_9^00_ to cover the above fees. 



c 0 The <^««nissioner is hereby authorized to charge any additional f«* whw, ™„ 1. 

overpayment to Deposit Accent No. ^W, ^ ~* 

"°™ e cred " ««• "rfonnation and aathariation <» PTO-203S. 
NOTE: Where an appropriate time limjf under 37 CFR I d<X h». v 

or(b» n»„ befiM «d er. d trd tp r^ore tfe apSoilfp™^^''' ap ^ & ' n 10 (" CFR 1J37 W 

SEND ALL CORRESPONDENCE TO: 

Ateon ft warcn, LW. 

«*01 South Rmunbv 
Port Wfcrtv Tw» 7W3*MM 
r«taphonoc 8I7/5$H322 
T*J*b*:<jircei-4€10 



NAME 



BanylCceete* 



REGISTRATION NUMBER" 
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Trademark Office 



Commissioner rop Patemt* 
unctbd States Patb^ ahd Tbjccmark Cwee 

P.O. Box 1 45o 
*>-Z»HOR>A. VA 2 S3 1 3-t -030 



Alcon Research 

Attn: Barry L Copeiand 

6201 South Freeway 

Fort Worth TX 76134-2099 

In re Application of 
FENG, Zixk et al. 
Application No.: 10/525,410 
PCTNo.: PCT/US02/39316 
Int. Filing Date: 09 December 2002 
Priority Date20JQscembo- 2001 
Docket No<2345F US&7N 



For 



— NOVEET.. irbaI 
GLAUCOMA 



"MENTOF 



RECEIVED 

MAR 14 2005 
PMR 

DECISION 
ON PETITION UNDER 
37 CFR 1.10(e) 



***** ^^J^^ponseto applicant's "Petition Under 37 CFR 1.10," filed in the United States 
Patent and Trademark Office on 26 January 2005. No petition fee is required. ^ 

BACKGROUND 

On 09 December 2002, applicant filed international application PCT/US0?A!Q-*i* • 
21 June 2004 (20 June 2004 was a Sunday). 

wt ^ 26 f^ nuai y 2005 » applicant filed a petition under 37 CFR M0, accompanied by 
letter, a copy of an express mail label and a declaration. y 



a 
was 



a transmittal 



DISCUSSION 



37 CFR 1.10(e) states: 



^£S^ to ^ SS255B 

S12^J^5SS? awe thattne Office fc. no cadence 

S2fJT b *° ftto "? £PreSS ^ a "" mailin g label ^piaced on the paperts) «rfee( S >thai 
constitute the correspondence prior to the original mailing by "Express m£i» ; 

(3) The petition includes a copy of the originally deposited papers) or fiw s) that constitute the 

return^postcardrec^pt, acopy of the "Express Mail" mai^glaW showing "dlK? 
copy of any other official notation by the USPS relied upon to show the date* Seposh ^ tf 



RECEIVED 

MAR 1 4 2005 



R&D COUNSEL 
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Application No. 10/525,410 

the requested filing date is a date other than the "date-in" on the "Express Mail" mailing label oi 
other official notation entered by the USPS, a shewing pursuant to- paragraph (dX3) of this 
section that the requested filing date was the date the correspondence xvas deposited in the 
"Express Mail Post Office to Addressee" service prior to the last scheduled pickup for that day, 
and 

(4) Hie petition includes a statement which establishes, to the satisfaction of the Commissioner, 
the original deposit of the correspondence" and that the copies of the correspondence, the copy of 
the "Express Mail" mailing label, the copy of any returned postcard receipt, and any official 
notation entered by the USPS are true copies of the originally mailed correspondence, original 
"Express MaiT mailing label, returned postcard receipt, and official notation entered by the 
USPS, 



Items (1) and (4) have been satisfied. The petition was filed proflnrtly. Applicant states that the 
papers are a true copy of the earlier submission. 

As to item (2), a review of the correspondence does not reveal the Express Mail mailing label 
number. See MPEP 513, HL Express Mail" Mailing Label Number. Applicant indicates that tie Expre 
Mail mailing label number was on the postcard, but the postcard does not constitute correspondence filed 
with the Office. 

As to item (3), applicant has provided what applicant claims to have submitted, along with an 
Express Mail log and corporate mail account records, but the original correspondence is not marked with 
the Express Mail mailing label number, and is not tied to the label that applicant has provided. 

CONCLUSION 

For the reasons set forth above, the petition under 3 7 CFR 1 . 1 0(e) is DISMISSED without 
prejudice. 

Any reexmsideration on the merits of this petition must be filed within TWO (2) MONTHS from 
the mail date of this decision. Any reconsideration request should include a cover letter entitled "Renewed 
Petition Under 37 CFR 1.10(e)." - . 

The application is ABANDONED . 

Any further correspondence with respect to this matter should be addressed to the 
Mail Stop PCT, Connnissianer for Patents, Office of PCT Legal Admizristration, P.O Box 1450 
Alexandria, Virginia 223 13-1450, with the contents of the letter marked to the attention of the Office of 
PCT Legal Acteunistration. 



Erin M. Pender 

Attorney Advisor 

PCT Legal Administration 



Telephone: 571-272-3292 
Facsimile: 571-273-0459 



